H ^ H # fff Jt 

JAPAN PATENT OFFICE 



26.06.03 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m. n a 

Date of Application: 

m m m 

Application Number: 
[ST. 10/C] : 



2002^ 6B28H 



2002-190959 
[JP2002-190959] 



recd 15 AUG 2003 



WlPO 



PCT 



Applicant(s): 



A 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



2003^ 7^310 



Commissioner, 
Japan Patent Office 



^ 4 A 




Bbst kvaiaWe Copy 




mif mBE» 2 0 0 3-3 0 6 0 9 3 ! 



2002-190959 A ^— 5> - V 



[JSS#^] 0000003152 
Ma] ¥^14f 6J328B 

mismwtfmi asik 31/505 

C07D239/48 . 

WJH#] 

[ft*] ftffl * 

[ttwxttjsuf] < imm^B 2 1 uj^rtw&Hstettrt 

[ft*] SB 3E# 

[%«#] 

[ft*] *ffl JEW 

[S&E^] 

[&mxi±mwn mm-? < «rm»w.£ 2 1 ^nmmm&^tn 
[ft*] ma 
vstmmi 

[ft*] +jb 

mmximm] mo < wmfpafWE 2 1 ujiwo***ttrt 

[ft*] mib M$: 



ffifE# 2003-3060935 



2002-190959 A ^- v I 2/E 



[ft*] *S » 

[ft*] tirrt tt 

[»J##] 000006677 
100089200 

[miS#-^] 03-5916-5111 

FMrtfcflHHH 005348 
[M#^K] 21.000R 

mm* i 
s»* i 



ffi§E# 2003-3060935 



2 0 0 2 - 1 9 0 9 5 9 A ^- v : 1/ 



A2 : CR6XtiN> 

R 3;_r0 > -^uyy^w&Zfrfr'&B.T -^uyy^ -qr0> -S-ttr^ 
-co-»7;^;k -co 2 -1)«T;t/3r;K -ttr;^v >-0H, -^ra| 
, -«7;^l/^Tni, -O-IMT^VV-^t-o^ -S-j£ft7^+U 

R0: |SI-XI15:v»K*4o-C, H3Ui®$fc7;l'*;K 
n: 0 3U±2. 

r4: (0 n= 2 f)t I, -rO. -^nr>t'i^^^:tt7;v^;w -0R<\ -n(r° 
)-cho, -N(RO)-co-»r;w^^X{i-N(R0)-so 2 -15:^T;v^;v, 

(ii) n=0<Di:i, -H, -^ny >T-*m$ *ifc16»7/l'*JK -OH, -NH-CHO. - 

con(rO)2. -^uyyx~m&2tifzi&M.T)v*]/>'-m, -«r;v^r i/>-nh 2 > - 

»7;^ V >-NHC0NH 2 > -H£»7 V >-C0 2 H. -i&mTfr* U >-CO 2 -©0T 
fr* V >-CN3U±-CH(M7 V >--0H) 2 > ^v^(±*-Xa-R4a-e 

X a : jj^^ _o_ % -co-, -S-, -S0 2 -, -N(RO)-, -n(rO)co-. -N(R0)S0 2 -. -« 
r;v^v^-o-> -«t;v* w-n(rO)-, -fear;^ w^-n(rO)co-3U*-» 




(I) 
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7;V*W-N(R°)S0 2 -^ 

% _ 0 rO n -s-«t;i"*;k -s(o)-M7;v+^k -so^lg^T^^w Mr;v 
*w-or<\ -N(R0) 2 s -co 2 r°> -CON(R0) 2 > cn, CHO. -S0 2 N(R0) 2 . -N(R0)-S0 2 - 
«t;v*;k -n(rO)-co-n(rO) 2> -n(rO)-co 2 -Mt;v*;k -n(r0)-co 2 -v* 
dt^^k -m-c(=m)-m-mkr)v^)v, -nh-c(=n-cn)-nh-»t;v^^, ^ 

j&v^, R3&tf-R4^-#:*;&oT. *-N(R7)-(CH 2 ) 2 -, *- (CH 2 ) 2 -N (R7) *-CH 2 - 
N(R7)-CH 2 -; *-N(R7)-(CH 2 ) 3 -. *-(CH 2 ) 3 -N(R7)-, *-CH 2 -N(R7)-(CH 2 ) 2 -, *-(CH 
2 ) 2 -N(R7)-CH 2 -. *-C(0)-N(R7)-(CH 2 ) 2 -> *-(CH 2 ) 2 -N(R7)-C(0)-, *-N(R7)-CH=C 
*-CH=CH-N(R 7 K *-N=CH-CH=CH-, *-CH=N-CH=OK *-CH=CH-N=CH-, *-CH=CH 
-CH=N-, *-N=CH-CH=N-. *-CH=N-N=CIK *-N(R7)-N=CH-, *-CH=N-N(R7)-, *_0-CH 
2 _CK *-0-(CH 2 ) 2 -0-X«*-0-(CH 2 ) 3 -0-, *teR3^-f1£fi^<7)^£ 

r5:-h, -^I&t^^k -o-«t;i/*;i<\ -^nf>, 

r6 : -H, -^ny>', 

b:h, «t;v^-;k ©0Tjv^-;K ^n^y«$tL/:fit7;^;K 
Y: JMS-fr; ^ny^ OH, (M&RT/Mr>K -NH 2 > -MM&Sfcr/Mr 

(1) B^3-^;V7^->>K n^O, Al&rW&WH. R3^m^R 4 ^-CH 2 NH 2 -e^>>i) 
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<b^; (2) B^3-^f^7x^;V > n^2, Al&O^m R3^Ui.oR4^-0H-e 
$>Z>fc&m ;RZ>\ (3) n^0> Al^O^CH, R 3 ri 5 ~H. r4^-NH 2 X^-(CH 2 )2NH2 
. .RoB^. 3f£*>M^;K rnA, ^nnX{iCF3-trffi^$tL7f7^-;i/-e^)^ 

<b^o ) 

ri* £ & STATCOiSteftMFSJo 

3 ] Th2«<05MfcWJaK-£&m^ 2 ffifc^Jo 

5 ] PttA^^KfXttf&^BW-e***!^ 4 fB^<7)^Jo 
[0 0 0 1] 

[0 0 0 2] 

L-4^IL-13fi, IgEtnHMfe. 0m3*O«tt<fc-««Sy ! tttft^Ji#*^L. 
, ^jtiR«R^itO«tt^*5ISfeit-^fc7&*ftl^*L'rv^'*o IL-13 

&it±&T«UHMt(J. Clin. Invest. 103, 6, 779-788, 1999)£WMy&(J. 
Clin. Invest. 106, 1081-1093, 2000)#O^^ W-5-LT>>* £ 

IL-4^t>lL-13^«rtO v^^M53t^(4STAT6^^ LTV^ 0 STAT6<7>£: 
<t 0 Thp$IJ&^ hTtiZWm^<0^\tijm^ bft^^t (Immunity 4, 313-319, 
1996). &m", SKkTeXm^VA^Z&lMM^-rfrK&^X, IgEj££. acits. 
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I&tfctol* j!Ott2ltW^O»K^|(3W«0$*t*C:fca. Exp. Med. 187, 9, 
1537-1542, im)#®&Ztir&l), STAT60P^J^^tt«^B^^M-^ 

Tl/;^-tt#Eff^MS4ta l9^)^^STAT6S.tML-4 mRNA 
^±#i-^-t(Clin. Exp. Allergy 30, 86-93, 1709-1716, 2000K IL- 

m&Zft&Zt (J. Invest. Dermatol. 117, 4, 977-983 (2001)) 

STAT6(±> IL-4^##&tni^l3g##<a«j£0^£> & IL-4^# a (IL-4 
Ra) OGYKXF-^^-^^^L-C^^ (Science 165, 1265-1267, 1994). 
gm-mzi^ JAK-7 7 3 V -^rt-b'^^Uv^o IL4X(±IH37&*£##fc 
fc. STAT6teJAK7 r 5 4f^«t »)f-n$/>'J >fl*fb3*U 2* 

-flt'ftLT^rt^lWfU IS¥H^t LXmm^mir& (Science 165, 1265-126 
7, 1994) o tSfeo-C. i*ie>oafiOV»f^, 0O^.tfSTAT6<7)^nv>i; vBMfc 

m^^IL-4^IL-13<^M^^®^^B^^l'^"e*>^> £ 

o 

[0 0 0 3] 

W099/31073^#^O f W000/75113^-<Zr#^, Sykf- n v ^*:r— tia#K»o* 

-5-*;V^-9-^ FM^^^^tLTV^o BP^, W099/31073#&|ft£ti 
[ft 2] 




W000/75113-^<2r#^{i 
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^2 0 0 2 - 1 9 0 9 5 9 ^ ^-v : 

R-A-X-^ VCONH, 
Y=Z 

(X*±N»M$, YS:O f Z<7)F B ^<7)^(±^<7)^(Y=Z)X{4^#^E(Y-Z) £*BfcU 
Y=Z^(iN=C(R6)^ «aLR6»iH-Ct±«:v») &*ti*?ti7$z1r 0 ) 

tf\ IL^IL-13^C9f£ffl{±F*fl^£*iTV>&v> 0 
[0 0 0 4] 

|&59tfl±x W099/31073-f-^-^g3^OvT^ / ^ ^>-5-*A/#^5 K 

[0 0 0 5] 

[KB * £ it *b <o 

-tOiS*, 2ffc^«p3tOfif^#-CU ^*£*i.fc35r#5IU&, 4^:117^/^ 

Lx&tsmmfcm-r&o 



ffllE#2 003-30609 



0 0 2- 



19 0 9 5 9 



6/ 



[0 0 0 6] 



Mb 4] 




CO-NR 1 R 2 



(I) 



Al : CRSXiiN, 
A2 : CR^tiN, 

r3 : _r(\ -sM3yyx-W&ZtifzfeMTfr*)K -^uy>, -OR0, S-teMTA' 

-N(R0)-tt7;v^ V ^fnflii-it7;v^w >-C0-^<r 
R0:HX{i«r;i/^r;K 

n! 0X(i2, 

r4; (i) n =2coi:§, -r0, -;Nny>ti^ tLfc1&m7;v*;K -OR<V-n(rO 
) -CH0, -N (R0) -CO-M T ;V * ;V3U±-N (RQ) -S0 2 -12^ T * * ;K 
( i i ) n=0<Oi:i, -H, -^uY> -eem $ ti/:M7 ^ * /K -OH. -NH-CH0, - 
C0N(R0) 2 . -^ny^-Cftlfe^H^ejRT^^W-OH. -®MT)V* V >-NH 2 > - 
T ;V 3f V y -NHC0NH2n T^^-vy -CO2H. -\$M T)^^U> -C02-1£^ t 

-»T;W^rV>-CNXii-CHa&mr;l/^l/>-0H)2. sEWi^-X^a-? 

Xa:#|S^> -0-, -C0-, -S-, -S0 2 -, -N(RO)-, -N(R0)(XK -N(R0)S0 2 -. 
TJM^SMK -ISIRT^* W-N(R0)- % -fii7;K V>-N(R0)CO-Xfi-M 

t;v^i/^-n(r0)S02-x 

R 4a : &B.T)i'*fr. 7^-;K ^7-n3SL y^n7JV^;W fi|i7;^v>-7 

^ — ^> ^T^^rW^-^T-n^XtiMr^^rl/^-OH. 
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> _o R o % -s-®i7;v^;v> -s(0)-SIt;^;k -S0 2 -1£$fcT;v*;K f&i&T^ 
*W/-0R<\ -n(r0) 2 , -co 2 ro, -C0N(R0) 2 . CN. CHO, -S0 2 N(R0) 2 x -n(rO)-so 2 - 
«t;u^;v> -n(r0)-co-n(r0) 2> 4UR0)-co 2 -ig;^y;v*;K -n(rO)-co 2 -v* 
dt;v*;k -nh-c(=nh)-nh-»t;v*;k -NH-c(=N-CN)-NH-^mr;v^r^, ^ 

j&vMi, R3££/R4^#£;£o-C, *-N(R 7 )-(CH 2 ) 2 -, *-(CH 2 ) 2 -N(R7)-, *_ C H 2 - 
N(R7)-CH 2 -, *-N(R7)-(CH 2 ) 3 -, *-(CH 2 ) 3 -N(R7)-, *-CH 2 -N(R7)-(CH 2 ) 2 -> *-(CH 
2 ) 2 _ N (r7)_ch 2 - > *-C(0)-N(R7)-(CH 2 ) 2 -, *-(CH 2 ) 2 -N(R7)-C(0)-. *-N(R7)-CH=C 
*-CH=CH-N(R7)-, *-N=CH-CH=CH-, *-CH=N-CH=CIK *-CH=CH-N=OK *-ch=ch 
-CH=N-> *-N=CH-CH=N-. *-CH=N-N=CH-, *-N(R7)-N=0K *-CH=N-N(R7)-, *_ 0 -CH 
2 _0_, *-0-(CH 2 ) 2 -0-Xti*-0-(CH 2 ) 3 -0-, CCLIC, *teR3r^1i£®^0£i£& 

r7 : -h, r )v * %> „ -C0-&B. Tfr*)^ 

r5:-h, -®;s$t;v^k -0-lgJ&7;i^K -^ny>, 

r6 : -h, -s^uyy^ 

CN> S-fS^T^^K eifcS&^LT^r & J: v^r 1 ; ->K e^Sr^trv^-c 

(1) B^3^fiV7x^;V, n^O. A^RVkHKU, R3^moR4^-CH 2 NH 2 -e$>^ 
(2) B7& ? 3-^f-;V7i-;V> nrt ? 2, Al^^A2^CH> R3#HJoR4#M)H-e 
^^^t/;^^ (3) n^Ck A^O^CH, R3^)U R4^-NH 2 Xf±-(CH 2 ) 2 NH 2 

ttSSE# 20 0 3- 3060935 
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£ * ^ t i"« *JCSTAT6|SI*«I#»« $ *L4 0 

[0 0 0 7] 

pt^-;K xf^ 'f V7 p n tf;l/^OCi.37^^^t^5o RgdftT^l'fafeJ 
i±, mtfCi_6<^T^*l^-C&lK L<l±Ci_4<BT/Mfl'>, L 

<tiCi_2^r;i/^u>-e^)*o ng^T^v-^vJ «x.«rc 2 -6«>7/i'*/i'<& 

f;»7;K;K^^ £f£ L<li, l-5«OF**-*-*Ci_2^7'^>l'-e* 
^toxf^ft,^. r^ny>^gm$tt7^MT;v^rl/>J fcli, 1 

F * ^1" * Ci_3<Z> T ^ ^ V >"C £> & e 
[0 0 0 8] 

iC5~8I<?)y?n7;H;WifU flflx.tf'f rfytKnt 

7f;Hf «Lt^t^iv> 0 rv^n7^^^*J l*> #tSf$c3~l 21@ 

f±$Jt^3~l 0iO^^n7;v^it*^ J: L< t±v^n7°ne;w 
„ ->*n«*>?-;K y^aA^y;v, y*n^7 p ?-/K Ty?> j f-frR&S frtf 
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? n r ;v * L < I*"* y >m t MM t =. X l±=^5£^ fnll^Sto 
y ;k *<yv4 * r/u^ ^vVfTVJJK ^r-yy— /k ^tV'J-^ 

m<Dm\xit-u^fma^Tun, n [2,2,1]^^^^^ 

[0 0 0 9] 

o 
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^TA-^K -;M3^>, -OH, -CN, -0-(QP<D26'Cfi!fe$*i'Cv>T*> T 
-0-/Nnr>-efim^tL/i1&^T;v^r;v. -S-MT^^r^, -NH 2 , -NH 
-(Q#^ST'Sm^tLTV>-C & *vMB;»T;i/*;i/K -N(Qt£o*-?ttSI$*LTV>T 
*> iv^^T;i'^;v)2> -^XMBdftT-n^K -©^r^v^-OH, -jSMTfr* 

oj£ : _oh, -o-»7;K;w -s-«t;i^;k -nh 2 , -Mt7;^;K -n( 

M7;^^)2. -C0 2 H, -C0NH 2 , -T - )^RXf-^-fu^ 0 iCCT'J-M 
[0 0 10] 

Al£L-C. ^JL<I^ CH, C-^nyv, C-(0-tt7i^;v)I(JNt^l)> A 
2tLT, $f£L<ii, CH, C-^n^>X{iNt?^^o J:9*f£L<«U Al&tfAS 
<D4>& < t i>-Xl3MX»tete < , MKftf £ L < Al^CHXtiC-^ny ^ B.:P 
, A2^CH, J: 19 5t:»i L < li, AlSt^^cCH^ab&o 

R3iLT, #F£L<fi> -R0> -Any>^ffim£fr£15:m7;l^;v, -Any 
>, -0R0, -at of Xi±-tt7 JV^ V >-Af n 1, L < (i, -H, -^ 

ny>> -OH, -0-Ci_ 3 T;l/^r^3l{i-'®aT;l'^l/>-^-M*^fO'\^nm-e^)^ 
, H^#f£L<J±, -H, -Cl> -FXti-Br-e^^o C: C ^tltMlAf n3g{i, 
iitXlil~5iW«7;^K OH, 0-©^7;V*^Xli:**VT-em£*L 

[0 0 1 ll 

R^LT, (i) n=2<7>h§, »t b < fi, H, OH, -NH-CH0, -NH-C0-«T;V 
*;UXt±-NH-SO 2 -1&0T;V^;l/, <£ «9 0t L < {±0H-e^>^ o 
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(ii) n=0Oti, 0IL<tt -H, -OH. -NH-OKX -CON(rO>2> -^n^ytf 
HI £ fltzmkT )V * W >-QH, -MT JV^r V >-NH 2 , -i&^T 1/ >-NHC0NH 2 

„ -©0T^^v>-CO 2 H, -»T;v^^>-C02-©mr;v^;i/. -Wscr^^v 

£ W3:L<f±, -C0N(R0) 2 > -^nr>T*«^$tL7t1&^T;V^r^>-0H, 
d^^Xati, -0-, -CO-, -S-, -N(RO)-. -N(R0)C0-, -»7;V^U>- 

o-> -ttr^v^ p >-N(R0)-X{M£^r;i'^ p >-N(RO)co--e& 19 ; 

HKSft L< -CH(^T^^rl/>-0H) 2 Zi±^:-Xa-R4a-e^^tL^)ft, 
Xai^ Jf^^ -0-, -CO-, -N(rO)-, -N(R0)C0-X{i-1&aT;i-^^>-N(R0)C0- 

J: 0Mtw«F$ L< t±. -OH, -O-fcf^^K -C0-^;v* 'J -CO-tf^u v;v 
> -Ci_4T;V^r W-OH. -CH 2 N(Me) 2 , -Ci_4T ^ 3r V >"-N (Me) - tf^ V v^> -Ci_ 
4 T;v^l/>-N(Me)-T- hyfc Kne9-^ -C^T )V * V >-N(Me)-C5_6V ^ n 
r;v*;w -ch(ch 2 oh^ -Ci^r^^rV^-tf^ 1 ; -Ci_ 4 T;i^ 1/ >-fcf^ 
7v^^ -Ci_4T;v3r w-^/nfr 1 ; — >K -Cl_4y;^^^'>-f-^;^* , ; 
, -tf^Uv^K -t/i/* 1 ;— /k -^^^v* 1 ;— ;k ***>i/*v — ;v, 2,5- 

^7f tTv? n [2,2,1] -H^7 y-Wfi-** tf^7 v-^T^I) 

o ddK, Ci_4T;v^i/>^ tr{±. ^v^Xiiv^^^ w^^^f 

„ ^•^■*;v*U-^Sr^-tr^'rn5!ttt, feB.TJl'*)^, OH. 0-tt7;^^Xfi 

SUO0t LvH&RtfRtotRflfci: Utli, R3&m^-#:t&oT, *-N(R7)-(C 
H2) 2 -, *-(CH 2 ) 2 -N(R 7 )-. *-N(R7)-(CH 2 ) 3 -^ *-(CH 2 ) 3 -N(R 7 K *-CH2-N(R7)-(C 
H 2 )2-X{±*-(CH2) 2 -N(R7)-CH 2 -"e^>^o --^R 7 t LTf±, jf-t t < H, ;* 

[0012] 
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;v^r;W -OK 1 ;/!', <f v^V 1 ; >K 7'j;K ?^-;k t^^'K -/^^ 
% C3-c 8 v * n r /v^/wiittrfeGl^^jl^ ft&Wt&m*^ ltv>t & <t v> 0 

[0 0 13] 

^BJONH 2 , OH, C02H#«m-ei**4r^-r*^#%-C**o 7*nK9?^ 
LTti, Prog. Med., 5, 2157-2161 (1985)^ \WM&<Otil§k\ 

(i)iit^ 199030 m7m ttmtiM-imzmmvm&mfbtL&o 

[0 0 14] 

HliE# 2003-3060935 
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m&> fkikfcmwL, zvitomwt. sum, sen 

„ -fu\£*>WL^ ya-)E vn^i, 3>^*Bk 7v;l/f, -v-fl^m, ILBR 
[0 0 15] 

xmm*vmmx&m. ximm^M^m-%Kmmm%mzw:zmz.x& < 

(T. W. Greene) & If? y y (P. G. M. Wuts)3I\ TProtective Groups in Organ i 
c Synthesis (&3J8u 19993^ John Wiley & Sons) J K8B*i©««£&3*tf & 
it^-eiv ZtibZRlB0km-fcCxm^RLXm^til2£^o Z(D£7% 

& & v> t±^fso3fetc<E>fb-t- & i t x *) s mm<oik&M*n2> C t tfX £ £ o 

[0 0 16] 

M&A W&EUB (1) 
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Hfc5] 



R 




CO-NR 1 R 2 



(I) 



^Iftlitf^y^ll (ID hT*>it&® (III) fcfcJKJE&S*, *H 
>J^^ ^f;vx;v7r-JK ^ ^;vx;v7 ^ — ;K .^^x^*— ;K 1H--^ 

, yxf;Vi-r;K rF7tKn77> (TOP) „ v*3r"^ >^(D^~-r- 
„ >^un^*^ ^ n n*;VA^<7>^n^>lbFHfc7fc^ 

N,N-y^f^^A7 5 K (DMF) > y^f;V7-bf75 K (DMA) „ N-^-f-;V 
tin 'J K> (NMP) > ffclP^K ^RiSCTfett^^^^. ft 

(II) (III) *^*^7bM— ^T*iMIMv*, g«75Millifc*«Tfcfif 

fe? U v >3Ui4-(N, N-v * ^;VT 5 7 ) fcf V v >) 3lti&«&2£ (£f 3: L < i£> R 

mU V ? AXtijfcSftft?- h V * A) ©flPflETJwff ^ O^^^^^Jfe&o 

. MCiotli, SJtt&ffcT (4M :!&ft7jt#/l,4-v*^>*#$> 4M i&ft 

ft-fe>">A. r- h 9'/f^7> J E- 7A7n 'J K^) O^fcTK^-? O***^!* 

-e&zik&W (ii) *?it&m (in) <7)T^y^*^^s*T'^tTi3§, 

{i|tr^<^ fProtective Groups in Organic SynthesisJ Kifi^<7)'tfcf$^ : £:il:i:l! 
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[0 0 17] 

«&B IftRiE (2) 
Hfc6] 

^A 2 (CH 2 )-N^N^ 
(IV) 

^tit'^y^l (IV) t7r^* (V) *%Wtt 

Mb 7] 

p4 J^COH HNR1R2 

R\^v. N^if 2 (VII) 



O 



I |j In ^ r j 

A *A 2 (CH 2 ) n -N^N^ T 5 KflS ( ' } 

(VI) 

(± # ;v # > ^Stigtffc (VI) <D U )V ^y;vi*7 5 M fc L , ^IPJUfc-a* 

m (I) £#&^&-?£>&o 
#RJfcK£v>T;frA'#>'B8»3M£ (VI) «U ^gt^^mX&^&J&ttSt 

^^m^5IS"eeifeb^^-r*>iv^7iy-;K i-t Knw/7hU7 

y_ ;v (HOBt) , N-tKn^i"»^ K (HONSu) f^ffl^tifCil. 
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^5 K(DCC), l-[3-(y^f^7^ y)-7 p ntf;v]-3-^f-;i/^>'V^v-r 5 K(WSC) 
. l,i*-*;v^*-;nf^^ 5 ^V-MCDI), N,N'-^^yi"f5y>*^ft 
-K BopMS(Aldrich. 2-(lH-^> V* h V 7'/-M-^ ;V)-1, 1,3,3- 

fb7^f;l")0- , )^Th77^tn*7-I« (TBTU) . y'7x- ;V 'J v 
K(DPPA)> t^vM'J >> HtfbV h ')7x^X7^ >/N-"7*n-3rX 
•^v>^ K#) > ^tCctoTti. MK*JS»J Wx-l£> HONSu. HOBt^) £ 

RjSti^^^^MM^ (VI) i:75> (VII) tZ^frfr&^lt— -ftZM 

mmm^x, ^mmt7mm, ^fyitmtimm, ^~T^m, dmf\ dma 

iL<li, -20r~601Cr^f do KSttSI##om«t'J:oT{±. (tttL 

e »; v > . 4- (n, n- v * ^ r ^ / ) tr »; v >^) o#£t £ R 

^ & o 

[0 0 18] 

Ms 8] 



HN' Y " B HN' Y "o 



N^V C ° 2 H 




an) 



(VIII) (DC) 

R 3 HN xY ~o R 3 HN- Y_B 

RtJ^ N *V%' ReS ^ R VSl N A^CONH 2 





^/(CH^-N^N^ H ^ z!L (CH 2 )-N A N 
(X) (la) 
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(1) mm^nmfe (r? Mb) 

*^#>BMb-&* (VIII) i:7^*»*tt*Bffl^ffia«8 («i«f, 7 

o 

(2) wwafc 

T 5 (III) fcffiv^ «^AfcR«ttcL-r«!fcRlS«rffv*aK6"r* 0 

(3) *HJ&<0|jfcfc 

-ffc^t? (X) J: 0»j»*Jtt«$**^i:tcJ: 9 jfcffelJHfrfr* (la) £*B£i-& 
r;V3-;HS. DMF\ DMA, NME\ t?'Jv>, ^^W^yK (DMSO) 

[0 0 19] 

tt*^!!** 0flx.tfT5 Ktk *W Vm, 7^W5/i^W4* 

E - 1 : t ^ Vit 

*f*Lv») i-ffiffl-tSCfc-C jffi*eo*;i/*>TS KiH*#*iEfrf"* 
E-2 : *?\sTik 

y7>It> , ^A, y7yI*'J')AfOy7>iii#> ^fVv7t-> 
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#Hbfc*SL -x-t-;hiu ^n$*>fb£Hb7K3NB, 7;i^-;vis, tK. dmf\ dma 

, NMP> fcT'Jv>, DMSO, ii^f^K y^h-f'J^Sa^tt^l^ 

E-3 : T)V*c)Vit ( l ) 

B., bV7;VtD7"tf^7 5/ #tU T)\s*MWl, Wtfrifctttfe (Te 
trahedron Letters, 1978, 4987^) ^MT^^o 

E-4 : r;v^r Mb (2) 

IB Ktfrt z t K a *) , 7 ;v * Mtafcfcl^-r £ i £ rfX* # & o BOS Ji > m tl \t 0 
#lb^#$i m^b^M (*,#) J (^4IK> 2 0t, 1 9 9 2^ 3 0 0) 

E - 5 : mt 

^« T^'fb^m (%m) J (H4)8u 2 3t, 199 1^ 2 7 1) ^Klfi 

E - 6 : 31tc 

o 

[0 0 2 0] 
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Hb9] 

(VII) 

^ (vni) ■ (ID 



L 2 HN' Y - B 4 HN' Y ' B 

N X.co^t N^V c ° 2 Et (m) R vS 



C0 2 Et 



R 4 



tr^t — 2 f t d ^ - ti a j •]] 

fg&S^ l_ 1 -Sr WfcE* A (CH^-N^T* 

(XI) (XU) (XV) 

H3&!x.fE> (VI) 

TT1 "\ c ° 2 * *yr\ fY c ° 2 H (vn) r 

(CH^-N'Hr *D*^? ^A 2 (CH 2 )-N"^N T $ Kftl 

(XIII) (XIV) 

fclWJ^tCLT^tL-etL^f 7 :WI4o ftUtoWSM^ PfS TProtective Group 
s in Organic Synthesis] lzffi«<0*>W>K*'>A/afOtt«fl|0*fr*^Sffl-Ci, 

[0 0 2 1 ] 

mat, ffi»«±. am. fcuft, nnn, &m*wir? 

&mmnmm&fem<DMmik¥M*m:*mmvxi%m-z. ^wi^ 0 w 
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[0 0 2 2] 

S#^*lwJ:*ft«IBftO®tt'ffc|!ft#tt, iitf> *5LlgMtfL«iJ^^J:^>B#tt 
* (RAMOS») l3i3lt^mrt^^v^^MJi#^ia«^^CD3tn;«ijm^J: 

& v * * mm^t#hm> <b oiL-2m^iawtc «t ffFffifi-r s^t £ & o 

[0 0 2 3] 

*s&9Mt#i&r (i) <DmmmtvxroUMK£.y)$timLtzo 

WSm 1 . STAT6^W * -fiH£«J5i 

1 ) STAT6RJ&14 1/^-^7X5 K<7)#^ 

STAT6 V ^ — ^7 ^ ^ ypGL2-CUt&TV>?3&~eMWkL?Zo germline e 7" 

J&DNA (gS^iJ## l#.rJ ? 2)£T~-;l'U pGL2-Bas ic^ * 9 - (Promegatt) OX 
hoI&O^glllgRfi'MfALfco £ «o ^adenovirus major lateT/u-^- 9 —IX. 
5fiPfe-t*TATA boxK^JDNA OEflfflH* 3 2UM) fc-frflk T^-^U Iw]^?- 
OBglIIRirHindIII«tt^#ALfco JEK«* L7^pGL2-CIOBamHI|$^, pUCS 
V-BSD (7^3 v*±) Oblast icidinW^mfS^- «r # A L fcpGL2-CI/bs£«£l L 

o 

2) STAT6P**-*-M<^*H 

b ML-4RJStt«OFW4«(Mol. Cell. Biol. 14 : 5433-5440) KpGV-CI/bs 
^xvnn^V-ya >&(320V, 960//F/0.4 cm cuvettes (B^M t?? 
K*fc))£J: DiHS^SAU 40B#P^i t9 6//g/mlOblasticidin (7fnytt) 
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mzX^O STAT6 V # - 9 - »CI/FW4 £ «H t £ 0 
3) CI/FW4«^fflV^cSTAT6 *-T ? -fc>f 

CI/FW4tt(l x 10* cells/0.1 ml) ££^96 well */ V - h (Nunctfc) T 10 
ng/ml<7>H ML4 (Genzyme Technett)f1jm^^f^ofc 0 

fl&£96well 7-l/-h^0<m^-fb^W»^well|*I^n^^o ffr&4* 
<£>#$^±10% FBS*£trHPMI1640*«ffiU ffc^fcfctfLTfcSDlBOO*** 

miO mM Tris-HCl pH7.8. 0.5 mM MgCl2> 10 mM ditiothreitol&tft). 1% (v/v) 
Triton X-100)£»lU l#W*#Lfco It:^v7x *?2I«}M(10 mM 
Tris-HCl pH7.8. 5 mM luciferiiu 2 mM coenzyme A, 2 mM ATP, 0.5 mM MgCl2 
RZ/2 mM Mg(0H) 2 ) 50/<l£^>t}nU l^m#t£^ML3000 luminometer (Dynate 
ch Laboratories, Inctt) ^ffiv^T^v "7 ^ 7 — fe^tt^lUJ^L^o tt^Oft 
^MSO^Y^intTt^OMLSOOOTOvIiJ^lt^^^M (Relative Light Unit 
IRLU) £100%, IL-4£f!imL^v^^RLU*0%t f£l^fc^OlS#f&tt£ 

mv ! oAfityi<Dt£<Dm.^m%. mit^nm^^^^o ttz, ref mwo99 

/31073^-^HM^I 1 5 Kffi*c<Mfc^ (2-(2-T ^ / ^)VT ^ J )-4-(3-^ ^ 
;VT-U < v>-5-^;v*^-9-5 K) ref 2ii|wJ^r^ifeM3 5 I" 15 

|£<7Mfc<£^ (2-(cis-2-T^ /->^n^y;l/75y)-4-(3-^^T-'J /)^* 

»; ^ ^>-5-#;v***^ K) t^ti^tiTFiTo 

[0 0 2 4] 
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Ex 


Inh (%) 


Ex 


Inh(%) 


1/zM 


0.1 ii M 


ljuM 


0.1 


i ! 


100 


67 


155 


100 


69 


3 


100 


89 


209 


100 


100 


5 


96 


48 


212 


100 


94 


11 


91 


33 


236 


100 


97 


14 


100 


91 


255 


100 


94 


58 


100 


60 




112 


100 


100 


ref 1 


19 


NT 


116 


100 


100 


ref2 


0 


NT 



Lfc:*lfcm6, 33. 43. 4 6, 113, 120, 125. 13 7, 13 
9. 144. 145, 147, 196, 200, 2 1 lW2 3 1o 
[0 0 2 5 ] 

2 . STAT6f - Hy>') >BMt«>«856 
H292M (ATCC) (5 x 10$ cells/0.5 ml) £12 well^V- h (IWAKItt) fc» 
iffiU — Bfei&^?£K10 ng/mlOt ML-4 (Genzyme Technett)*!!^*^ fco'fco 

&m<DifcmmO% FBS£^trRPMI1640£i£ffiU ft^%£v#fi?LT&&DMS0<7):tt. 

mMffim-?3mm&Ltz 0 mmmmm one buffer : 10 mM Tris-Hci p h 

7.8. 1% NP-40. 0.15 M NaCl, 1 mM EDTA, 10/zg/ml aprotinin, 1 mM NaF&tfl 
mMNa 3 V04) 100> l/well*inx.fco *M&ig«*?££IlJlXU 15/* l£SDS«$v*» 
Wijh^ Oy^'J >BMfcSTAT6tfr(* (Cel 1 Signal ingtt) Ci^^i^^^^ 

K^^i~^^S^**J^t7to Sfc, |W|C^m*fflV^-Cta:STAT6t/i;#(SantaC 
ruztt)*fflv^W^V7Dy Met*). STATSIES^-fc^S tLTV^ 
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[0 0 2 6] 

f£»U3. Th25Hb$J5e 
C57BL/6-7^X (g^-v-^X'J^-tt) W^ak^fe^ (fp 

*»*1±) &m&<omm*m%wim*mmLtzo frowns do 

^g/ml) (Sederlanett) *Hfefbtfe96^11^V- h «rffl^T«fl)28fit# (1 
/zg/ml) (Pharmingentt) . IL-2 (10 ng/ml) (Peprotechtt) (10 ng 

/ml) (Peprotechtt) fO^CT^T»(2 x 10$ cells/0.2 mDSrifSLfco 2B 
mmWSt. (10 ng/ml) (10 ng/ml) *^trJg*t? 

2 *&K3HWOiH^trv»4Wb*l**Lfc. iBW*tt»L 

, 1 x 106 cells/mncMmt^^b^O«^IL-4M^^^^^^CD3etn; 
#*@5efbL*:96 well^V- h-»v^ e 24^BHW*«0±«f4rEIJRL, ELISA 

J: 0 IL-4m^»^^» t/co ELISAtC^ffl L^frliPharmingentt J: <9 !»A 
tTto If^^Wbtnl^^W^tiHRPO^fSc^ b W?\>TW> (Amersham 

Pharmacia^) fcffiffl U HRPOf&feKtt^V**^*-' tf§&fef£iS 
v-f M±) fcttffitfco <b^fFffi^^»4TjfflJ»j6^lw^^^**well 

tzo ttz^ ft&to<DHi1BU*10% FBS^^tfRPMI1640^j£ffl U {b^Sr^LT 
*&DMS0<*>*&«J£tf*0. lXJSLTK:** J: O KfcfcLfco lb^%«>ftfe *> KDMS0& 
m\\Ltzm<DIL-Am^ * 100% £ U ^CD28^^0 f IL-4 : l:7»t^v^#OIL 

-4M£*&o%£: u ^^%^0%^Wi-aa^*^b^oTh24MbRa*flHt^> 

IC50^ bfco 

o fllx.^ ^t«U3 30<b^t/(i3 nM^IC 50 1ii*^t/Co 
[0 0 2 7] 

Hi-ttBalb/c^^X ^ovalbumin (Ok) RIFT 9 J^> h X*$>2>*WH\:T )V 5 
Ar;v(Alum)*21e]mJ^F l 3^i-^- 5l6i«fiPLfc. «JEHSf^J: 012H 

£?to£o i0R^b^RO f 3>>D-^i:UT0.5*^^^'tA'n-^t0A*»1ir 
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[0 0 2 8] 

z^mLxm*<vWi&Kfc£xM±®:fc2frz>i)^ $ms\ mn&5-<vw;&, j&a 

1 B^£!90.001 mg/kg^MlOO mg/kg*IJg"e& <9 . 1 ®X\ $>^>v^i2~ 

4®^lfC^#-t-^o M^$tL^>4&^(±, iilt, J&AIIII^OO. 

0001 mg/kg^j^lO mgAg<7)ISHT' 1 BCl MTb^WMM^^^ % ^ 

i!1ir> )&A 1 ®Miz *) 0.0001 mgAg^SlO mg/kg<7)ltHT lHi:i 

W7smm.$k®&-5-ztt2> 0 txoi^it j&Aim^^o.oooi m 

g/kg7!;Sl mg/kgco^ffl-e 1HC1 ®7b^.W&.M%C J 3-Zft2>o 
[0 0 2 9] 
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«<b^J^i:^^«ftb^J, th*#J> ^f*^J. HfJdWSr^L-r^TttJ: 
^-h80 G8jn a q£) ^**o i^^miKt S&K^SBHfc&k Rfrflfi&k 

%it%k ftWcM, &&im* mmm&Mi£A*-ci>z^o ztib&mx. 

mam*, it, phuwh. rmhbu *HiSffiW, riHRau *^**tt*Mtt* 
#«ri£ffl l-c, ft^*jiMa , t?x»±te^$*Lfe»'frwo»*t it, & l < urn 

[0 0 3 0] 
[£ffctil] 

##^!lSO f ^ffi^4 I ^TOB&-f-^fflv^o Rex : Ex I 
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, Me : ^ Et : jc^;k p r : i--/o fc?;K iPr : 2-7°n tf tBu : tert-r 
Boc : tBu-0-CO-, Ac : T-fe^K Ph : 7 Bn I cPr : v 

?u-zfu\£)V^ cBu: y^n^fiK cPen : v^n^o-^K cHex : v^n^ 
v;K cHep: v^n^\^;v, cOct : v*n*^;K 2Ad : 2-7^-7>^;K 2 
Py I 2-kfi; ~>*;K 3Py : 3-^°'; S>;K 4Py : 4-fcf U v*;K Ind I 4 y KU /K 3Qui 

: 3-*y »; ;k Dat : ymttfrthT— 9 (f : fab-ms(m+h)+ ; fn : fab-ms(m-h)- ; 

NMR : DMSO-de * <D lWMUZ £ & #|&#J Sr tT - (ppm) ; Sal : tt (4teffim I 

7'j-#; hci : ; l^tem^ojttpfc:* U «x.ur, ZHGiaiiarafctt 

iOlittOi^tf to ^Jx.(f2-Me0-Ph(±2-^ Kv7x- 
;v £ > 2, 4-F 2 -Ph{i2, 4-y7;vtD7x- ;V «r^i"o 

[0 0 3 1] 
###U 1 

4-(2-7S /^;V)7~y >£THF*, vtert-^;Vv h fcRi&L 

T^&ftfcBocttfc, ^on^>^ WSC£B6£#*ST\ ^ta£>$^ * 

ilt'^iL, 4-(2-T< ;xf;l/)7x^W;U7< K£BSfcffi£&fco F: 165 

o 

##flJ2 

3_(2-^e;i/^U >_4.^;v. 2 .t^vxf;V)7^y >£THF4>, >fc3Hl: V ^ * A 

7;v^^A-e$MU 3-(2-=e^*v >-4-^;w^^-;v)t-v >"H#£ 0 F : 20 

7o 

4--fn^>y>7*o5 KSlfZ-X*^* 1 ^ y-4-^f;V)xf^7 5 >£DMFfK 
J^m* 'J * A#£TRj£$^T#7^fc^£, l,4-v**-9->tK Vtert-T^ 

W&mft&T, «tt«*LT> tert-7?-;v 4-7 * y ^>^;v(2-*;w* y >--4 

ij - h Z'&tzo F : 336o 

[0 0 3 2] 
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##$14 

2-(4-- hU7i-;V)yn lit^h^^^y 1* V jc-f-;WT^ 

It, Boc#(F:366)*#fco #<btL7t^^S:##^I3^i-^||!b^7Ct|BI# 
tert--7'^-;V i-(4-7^ 7x-;v)xf h £#fc 0 NMR ! 1 

.23 (3H, d, J=8.8Hz), 1.35 (9H, s), 6.48 (2H, d, J=8.4Hz)o 
###]5 

4_(4_- b a 7 x.~)V) "79 >mt fcT^'J V y DMFft>, WSGffiSfc&RtfHOBt* 

Mt«LT, 4-(4-tf^V v^-l--r;V^;V)T^'; >2mm^=Sr#^o F:2 
33o 

##$16 

N-(4-- h n7x-;v) ; e;i'*U >-4-*;Wf^ft^ DMFf. TR^b^ h U 

/l^4r*M K£#£ Q F : 236 0 

[0 0 3 3] 
##^117^.^8 

4-7;u*n-hu^>^>£2,6-v^;V^^i; DMF^> vMV^n 
If^jc^-^T^ ^ftTKJS^ y'J^WvA^nv h ^7 7 -f £ I) ci 
sS.tFtrans#*^l • *f U ^tt-rtt 3 »»«7C £ mW'fSM 

tt, cis^-^.e-vM^^V* 1 ; >_4_^)T~>; > (##$J 7 ; F I 207) 

^.U ? trans-4-(2, 6->M ?-/we/i/* 'j ^-4-^ ;v) T— V > 8 ; F : 207) 

##$19 

2-7;i/* n-4-~ hn h;VJc>£/N«7*^AT;V^fc K£> DMS04>> th'J'J' 

TttmmzmmLx, 3-7?v*u-4-(2-k Kn+vxt^r-y >^t#^ 0 f: 
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156o 

10 

3, 4, 5- h y -7 ;v * o * Wmmft&T*- tSU& £ s "CDM 

^j.^;kJ.XT-;KEI:271)5r#^o sEt"> ^^-/i^K WXMiti- V W ^ 
7kr&$.-Cl]U7k.ftM'&, F;vxy4i, h 'jxf^T 5 >#£T\ DPPA t MtMlTKB 
H^tert-r^y-JVtJn^TEJS^-^T, Boc# (F:315)^r#/co 

;i/)T~U >iimia^#^o F:215o 
[0 0 3 4] 
1 1 

W099/31073#^lC|Sm<7)^tcm L£2-* n D-4- 1 [3-U-t: Kn * 

;Ux.^;WT^MrF> 8 0-9 0r-eRJc^-^> #<b*L£lfc^£ ^ * 7 ->>V 

-irom^ifc* ^ mfrmti- hv<yj* t mmrfcfc tt> 2- 1 [2- (3, 5- s> 

^nn-4-t: Kn*v"7.x~;i/)^?-;K]T5 7 }-4-|[3-(l-ti Kn^ryxf;i/)7 
i - ;V]T ^ / ( t: 1 ; ^ zS^-S-iJfrtfym.Z'&fco F I 463o 
1 2 

RBZ-t, ^v^T»NMP4 3 > v-f V7"n^xW5 >#£T\ 70VX^y ^ 

?£^!]*y>M5L NMP4"n wscmm^^noBt^^ET, t^-t^t^mu^ 

K#£U JEfc. NMP4», m-^ n n^m#m^RJ££-^ 2-|[2-(4-fc 
Kn^fy7xx;i/)xf;V]7^|-4-(^f;VX;V7'fx;V)e'J ^ v>-5-^^ 

K£#£o FI 321 0 
##fajl3 
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; v)_2- 1 [4-(4-* * v K^v* V >-4--< ;v)7x^]7 5/| tfU ^ v >-5-# ;v 
K£#;fco F : 378 0 
[0 0 3 5] 
1 4 

1 2 3JD;fcfr#OT# t IWJ^ K&m L X\ 4-^ >y>T5;-2-(^W * 
tf V 5 v>-5-:*nv**>*-9-5 K£#£ 0 F : 307 o 
1 5 

W099/31073-^-^##^!l6<O^t|WI»^ It, 2-(^>V'h'J 7V*-;V-l-f 

V*&l&LfZo F!392o 
1 6 

2-^ n n-4-[(3-^ ^7x^)7^]^^ i? y-5-iJ )V^>m^^^-^ 

TK^^M^^SLT, 2-^nn4-[(3-^^V7x^;v)7^]^'J 5 v 
>-5-#;l/>K3r^ F£#£ 0 F : 263 0 

[0 0 3 6] 
###0 17 

2-^nn-N-^^;v-4-[(3-^^^7i-;v)T^y]tf'J ^ ^>-5-#;v**^ 
^ Ktert-y^;V (4-T 577 a-JU) ^ f-^iJ <i b ^|B^J6W 1 

0 fclWMfKLT, 2-|[4-(7^^f^)7x-;V]75/|-N-^f^-4-[(3-^f 
*7x-^)7 5y]eV5W-6-*mt5 K*»fco F: 363 0 
1 8 

2-^Vy>t^rv-6-7Mn/<>X75 K£##0O 2 £ l^&WtxU 2-^ 
y y ;v t ^ v-6-7 ;i/ 1 n ^ > y ;V7 ^ ^Sr^t/io F : 232 0 
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2 fc, 3 £ 1 9 <7Mb^$J&, 3 ^^-T^M^tc 

£MlKLT###!l2 0RZ>*2 KDit&m*. ##^!I7 tIWj^LT##M2 2 
~2 e^lfc-BI^ ###U9 t|WimicLT##^|2 7<£>lt£-^£> ###J 1 1 ^ 
IstfiK LT##^J 2 8-3 5 <Dft&%dZ, 12t IWI^t' LT###I 3 7 <7) 

ffc^S:, 1 3 £P«K LT##^!I 3 6 Oft^S^ 1 4 h|Wj»^ 

L-C##^!l 3 8 1 6 fc LT##M 3 9-50 <Dik£%Q 

zztirtimzo 19-50 (Dit&m<om&w®mt^Mr~ * *m.2 

~ 5 ^^i"o 

[0 0 3 7] 

2-(^>7f'J 7 >/- jVi y ) -4-[ (3- ^ f ^ 7 x - 7 ^ 5 
v^-5-*;V^^^ K 600 mgONMP 6 ml^H2-(3--/n<t-4-t: Kn^>7x 
-;V)xf;V7^ > 538 mg&tfSM V "7°n tf;V xfJVT 5 > 0.72 ml&iJDx^ 80 

y-;WIHF) L"C. 2- 1 [2-(3-7n ^4- 1 Kn Jfy 7 x-;v)xf ;V] 7 < / 1 -4- 
[(3-^?-;V7^~;v)T * y]tT'; 5 S>>-5-#;V;K*-9-S K 200 mgfc&'fefellfc 

%mm2 

2-^OD-4-[(3-if;V7xi^)7^ y]Vf y 5 v>-5-*;V^^r-9-5 K 533 m 
g<£>NMP 6 ml^fl8ttc2-(3-^ nn-4-t Kn*J/7x-^)xW5 624 
mgS.tfv'f 77ne;i/xfjV7 5 > 0.87 ml&jbnx^ 80*0^41^^^^ Lfc Q R 

2-(3^nn-4-tKn^'>7xx;v)xf;v]7 5/| -4- [ (3- ^ f^7x-;v)7 
^ y] t:'; ^ v>_5-#;W-}?3r-9-5 K 460 mg^lE-fe^^H i: LT^fco 

[0 0 3 8] 
#S«!I3 

4-^ v y jl/7 5 7 -2-^ f x;v H 'J 5V>-5-*JV^t5 K 750 mg 
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<7)NMP 8 mli#?l3Bc % 2-(3-^nn-4-t: Kn^r'>7x-;i/)xf jl/7 5 >t£M*fi 76 
5mgi:yMV7'nt';Vxf;i/7^ 1.07 ml£*nx.. U0VxmmUWLtz o K 

-(?uu*)v& : : yy^=.ri^)xm^xmfzm^^^^ ( 

* 9 J — fr^&WL^*f- fr) It, 4-^>v^T^ y-2-|[2-(3-? nn-4-t: Kndf 
y7x-^)xf;V]7^y|t°»J 5 v>-5-#;W^*^ K 280 mg£ilfe&J| t 

5 v?y-5-5t;;V^-9-^ K 800 mg<7)NMP 8 ml?#f&^ y^n^y;v7^ > 372 
mgtyW7 7nt>xfjl/7 5> 0.87 ml^jjpx., lOOrTlBtPtftff #L7c 0 R 

^x,^;v) Lt, 2-{[2-(4-^ Kn^v-7x.-;Wjr-^;v]T^ /|-4-v^n^Jr 
y;V7 5; ti'J ^ ^^-5-77^^>-9-5 K 547 mg^M^^tLXWfZo 

[0 0 3 9] 
«$!5 

40%^ V-toT 5 ^TKM 1.32 g, y^V7'ne;l'Xf;V7^ > 2.53 ml&tHH 
F 10 mltf)*!^*^ 2-^nn-4-[(3-^f-^7i^;V)T^7]bT'; ^v>-5-# 
)Vt$=.)V?uv4 Y 4.0 g^v^utM *y 30 ml^*-50'Ctrijnx.> 30^^ 
m#L7to C<7)R)S^^lM^m30 ml^7X^m^^^^\ ^nn^;VA-e^ttJ 

.30 gO800 mg£JB^ NMP 8 BlMtU 4-(2-7^/xf iV)-2,6-^7nn7 
x./-;U 1.05 gMvMy7 5 oe;Vxf;i/7^ 1.26 ml£;&nx.> 80^^ 
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) It, 2-|[2-(3,5-^^nn-4-tKndfy7x-;i/)xf;V]T^|-N-^f^ 
4_[(3.^fjl/7x-;l/)75/]e'J 5y>-5-*mt^ K 265 mg£fe-fe#£ 

« 

mnm 6 

2-|[2-(4-fc Fn^y7x^V)xf;V]7</(-4-[(3-^^7x^)7^ J 
]fcf; 5 v>-5-*;i/^>-^ 352 mgODMF 4 ml$gFlfcfcWSC&Siffl223 mg, HOBt 157 
mgS^-y ^ f ^7 ^ ; ;V7 5 > 103 mg&inx^ MMT* &&9tWVt:o 

N-(2-vV^;l/T^/^;V)-2-|[2-(4-t: Kn^y7xXjl/)xf ;v]7 5 J 
i4-[(3^f^7xx;v)75/]t ai JV>'>-5-*;V^t5 K 291 mg^^-fe^ 

[0 0 4 0] 

1099/31073^#m«8|B«©^rffi-C«3itfe2-|[4-(r 5 / ^^)7x-^] 
T * ;|4-[(3-^fjV7xx;v)7^ /]t?'J 5y/-5-*JHK+t5 K2ttBfcffl 5 
00 mgONMP 10 ml&ifcK > 'Jxf;V7^ > 0.53 mlXCf^ftBfe 0.12 ml&iPx. 

LT> 2-(|4-[(T-bW5y)^f;V]7xx;H7^)-4-[(3-^^;l'7 
x-;v)7 5 7]H°'J5 S^-S-J&JHWM K 270 mg&^HfeH'fcfc LT&fco 

2-|[4-(75/^f;i')7xx;l/]7^|-4-[(3^WxXjV)75y]lf 1 J 
^ y>-5-*^^*5 K2ttMl 500 mg<D@£m 20 ml-THF 10 mlom^f&KM 
STy7>I*'J7A 5.76 g£ 6 0^lfCilPx.6R#fflm^ Lfco RJS«L*ift«S 

#4y'J*W9A^D7f/77-f-^DnW : * ? y~-fr)1?mWkL 
T. 4-[(3-^f^7xx;V)7^]-2-[(4-vk^f Wxx;v)7^]t? 
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»; ^ v>-5-*;V5K^r-9-5 K 150 n««r8feJtfeH#fc LT#7to 
[0 0 4 1] 

nmm 9 

2-|[4-(7 5 y ^f;i<)7x^;i/]r^[-4-[(3^f^7x-;v)T^y]li , J 
5 i;y-5-*)V 5. V2iMBM 1.0 g<7)NMP 10 mligfclc ]> V ^frT< > 0. 

83 ml£j&Dx.. tK^T, h V 7^*n*BWHl*» 0.4 mlSrJDx^ M?&T. 2B#|B) 

tDT-fcW^ft 660 mg£*#£o h V 7^n7WT5y# 640 mg<7) 
DMF 7 ml»jft^|ftift* 'J 7A 400 mg£lf3- * > 0.11 ml*illx.* MST 

160 mgO^ ^y-;V5 ml-THF 5 mm&'fefcfci&T >«=E-TtK2 ml£;toJ;i, ^fm 

-(|4-[(^f^75/)^f^]7x-;H75y)-4-[(3-^f^7x-;V)7^] 
M V ^ ^^-5-*;V^'^-9-^ K 100 mg&trfe#&iP H £ Lt#/c a 
1 0 

2-^nn-4-(3-^f;V7^'J/)t° , ;5v>'-5-*;v^t^ K L0g> tert- 
-f=f~ )\/ 4_t ^ J -^>> ? ;v(2- j e;v^ 1 J. >-4-^f # — si* 4 h 1.6 g, v 

^V7°nt>xf;V7r/ 1.33 ml SOW 10 ml*S£-%&, 1301Ce»aSI#L 

7-f-^na^A : ^y-;V)-e^LT#^k^ 780 mg4>0 750 mg& 
ffiv\ **r J-fr 75 mU&tft IffflBfe 30 ml bfco R 

Jfcflfcfcifcl&l^ #fbtt^ B H H ^y ^y->U-Cft»U 4-[(3^f;V7x-^)7 

^ y]-2-[(4-|[(2-^e;v^'; ;v) 7 5 / ] ^ f ;H 7 x - ;v) 7 5; ] 

5y>-5-*;^>t5 K3£Bfe£ 510 mg£&fcfe$£,fl t LTftfc. 
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[0 0 4 2] 

mmm 1 1 

2-j[4-(T5 y ^f^)7x^]7 ^ y|-4-[(3-^^^"7^-^)T^ ^] feTy 
5 v?>-5-*;VjK^-9- 5 K2J^^i^ 685 mgODMF 7 ml?#i£H h U x-*f-)VT < V 0. 
45 mk 35%*;V^'J >tK^W 420 ngRtf h U T-fe h * ->*3Ht* ^it^ h U 

;v-tK) Lt, 2-(|4-[(v^^;vt5 ;)^f^]7i^l y )-4-[(3-*?-;v 
l 2 • 

2-^Dn-4-|(3-^Wz-^)75 /} kTV 3 5»-5-*/MWf-3 K 2.0 g 
, 4-7^7x^WJV3-^ 1.25 g> v-f vVn tf;Vxf;i/7 5 > 1.99 m 

2-|[4-(2-H Kn^v^^;^) -7^-=-;l/]T 5 7 ( -4-[(3-^.f ^7x-/l') T ^ 7] 
e^y>5-*;vW5 K 560 n««:&JHM&ll*: LTUfc. 
[0 0 4 3] 

mmm 13 

4-^>v>7 5 y-2-(^ ;V) t?V 5 v^-S-^^^^r^f^ K 300 m 

g<?)NMP 5 ml^flRlC, p-T — 9 s 9 J> 122 mgt 7 -yfb^ y ) tf A 58 mg&iDx.. 90-1 
OOt^lR^^Lfco ^OFbI^ y>fh# 58 mg& 3 Ulinx-fco ElI&WlZM 

*fm&M&r?mm : k. mmz'g&Ltzo tf^^s^vy 

) LT> 4-^>*^7 5 y-2-[(4-^ h + y 7 x^;V) 7 5 / ] ^ v >-5-* ;V 
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4-y ^ DA^y 5 y-2-(^ f t: 'J * S»-5-#/U#*iM K 

303 mg<7)NMP 6 mlflMfcfc, 1M 7 yjtn--T V v Jl/T A/THF^ 1.0 
5 ml&iJDx., DOr-ei^W^t^o > 200 mg&O* 

4'll»fl^*/1.4-^**-fr>»iS 2.77 mlZm*-. 90 < CT-3B#F H m#L/c o 

oA^ y ;i/7^ y-2-[(4-^E;v^'; ;7i^;v)7^ 7] tfu s *J y -5-* ^ 

5 K 54 mg«:*^feH#i: LT»fc 0 

[0 0 4 4] 
SSjfcfll 1 5 

4-^f;v^;v7 -;v-2-( j4-[(N-^-^r-> K*/i/*y >4-^;v)^f;i']7i- 

T 5 y ) fcf U 5 v /PsJ^-fr 5. V 450 mg, 4 V "/n tf;VT ^ >0. 29 ml 

, 5M V7°n kf;V^^-;PT 5 >0.24 ml&tfDMA 5 mlr!^£> 80t:T?3I^IBISH^ 

B#TO#tfCo ^Jo?S^8tT>*^T7K0.5 ml£2!Dx-pH£9i: U foX^mk* 

>^^r^)x-mmLxwtzm^m^m^m^^h^ B itLx, 2-i[4-( 

;^f;v)7x^v]75 /}4-(2-7°n vf^r ^ ^ ) tf v ^ v>-5-#;wi< 
K 50 mgZm&BMit LT#7t 0 
^ifefcl 1 6 

4-^;V*'J7 7-'J > 352 mg<7>NMP 5 ml»ifcfc:. 4 M^bTK^/l^-^^^^ 
0.95 mll^-^^yJVT? 7-2-^nnt?'J ?y>-5-*;V'fH5 K 4 

oomg^ipx.^ 90t:-c3i$ffl«#Lfco titmygZzM 

Ltzo ffiMLtzmmzf&ffimMfcziJiiz-, Tw-mm^^^^rnxmiaLtzo 
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y-4-y( ;v)7i^]7^ y"l If U ? ^>-5-*;V^-9"5 K 264~mg£&fc-fe*& 
[0 0 4 5] 

4-^>y;v7 5 y-2-|[4-(if^'; y>-i-^v^f^)7xi;v]7 5 j\ if y ^ 

^>-5-*;V5K^-9-5 K 397 mgODMA 5 ml$Sifcfc-7 , C"TN mCPBA 429 mg=H£* £ 

b h b ? S —fr-ffc&^fr) Lt> 4-^>y;vT5y-2-(|4-[(l-t^y Kt^ 
i; ;v) 7x-;H T $ J ) If V ^ v >-5-# /HF*^ 3 K 228 mg 

H»J 1 8 

tert-T^ 4- (4- { [5-(T ^ J ii ;v^;v)-4-(^ > v A-T $ y ) if U 5 v >-2 
--f;V]7 5 /} 7aL~)ls)\£s<i) )Vy£*l'\s~- Y 738 mg01,4-^*3r^ 

> 10 mH#^^4 liJ£ffcfc*/l,4-S?**-fr^?#ifc 2.77 ml ^ * 3 ml«rSn^L> 90 

, ftfxf^-TBF}i#s-eiaiL^o ^mmzmn&m.7k~emm&, mm^^ 
u nbiitzm&zumMi (m-^?;-*) lt, 4-^>v;vT5y-2-|[4-( 

tf^7 y>-l-^l')7x-;V]7^ /It? V ^ v>-5-* K 413 mg&^l 

[0 0 4 6] 

Hifcfll 1 9 

4-^>y;V7^ y_2-j[4-(e^i; ^>4_^;vt^y)7x-^]75 y| If 'J ^ 
v ? >-5-#;i'**3r-9-5 K 564 mgODMF 7 mH#^lC35%^;Wj >tK^ 175 mgt 
h 'J T-fe h *v7fc?iHfc*^f^ b V 452 mg^*nx.> M^^RtTO^l^o 
KmmKiK^lJUK. mm U *lt^&£ y'J*W7A^7f^77^ 
(^nn^;i^A : ^ : T>^^T7R)-e*i#L, MKS^iJI (THF-^ ^ / 

It, 4-^>y^7 5 /-2-|[4-(l-**-/Hf^V yy^;vt^7)7x 
^;i/]T^ y [ VfU ^ v>-5-^;i-^-9-5 K 273 n££&&tihi 2: LT#*r 0 
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Hifcfll 2 0 

;l/l7 5;)lf'J v/>-5-/!;^'W^ K 11.7 mg^^aa*;^ 1 ml^fftt-v 
^n"/D^75> 5.1 mg&O^iM v/nk>xf JV7 5 ^ 5.8 mg£3jnx-> 90 
1CT?15l$ra«#Lfco Eli&«[^aE«ifcjc*f- h'J^A 50 mg<^7K 1 mligifcfcin 
x.. MiB"TMI$H«#L;fco T>^-TtK 0.1 mlZMz., ?nn*;VA 2 mlT* 
JflffiLfco i#S£MS^*LT, HPLC (Wakosil-II 5C18AR, 0.1% HC00H-H 2 0/Me 
0H=7/3~0/10) t«LT, \£JUT 5 y-2-(4-*^* V >-4--f /U 

^f;l/7x^;i/7^)-^'J 5 y>-5-*/HK*-9-5 K 2.6 mg£?#/io 

[0 0 4 7] 
Hifcfll 2 1 

4-^>y>7^-2-^nDt''J 5y>-5-*;KW^ K 7.9 mg& tfT-U 
^3.7 mgOW 1 ml&ft£90r^20l$ra»#L;fcgL PS- h * n ^ 'f K(Arg 
onaut Technologies*!^ 2.44 mmol/g) 60 ^tYikW^Z^W^ L£ 0 K 
S^^^MWtK 2 ml£#n;i> 2 ml-e&fcB L£ 0 ^*R«r*ffi«* 

tt N 4-^>v;VT^ ;-2-7x- ;VT^ kf'J ^ v>-5-#Jl"1^^ K 6.6 m 

mmm 2 2 

&jfcm 5 fc»Lt^t/:4-[(2^>y>t^y-6-7;vtn^>y;i') 
7^]-2-[(4-^;V*'J y_4_^;i,7xx;V)7^]lf'J 5 5> >-5-# JUtftt * 
K290 mgOTHF-^ */-;V(2:l) 20 ■l«#»jKJC10X^9^ , > AJft*50 mg&JHJ 
x., 7K*#ffltCTl«FlW«^U^o Kffcifc*»5§#U 10%/^v^A^100 mg^r 

Lfco 1#&*ifc^S*#ttSi (THF-* LT\ 4-[(2-H Kn*v-6- 

7;vtn^>'»)75/]-2-[(4-o^'J /-4->f;v7x-;v)757]ii , 'J ^ v 
y_5_^;V^^r-9-^ K 117 mg*|Efe^B H Hi: LtHfc, 
JifB^MM^&^I^KLT, miB^6~2 5C^t**«2 3 ~ 2 6 6 <£> 
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H3t#I 2 6 7-308 

2_|[2-(4-t: Kn^y7x^;v)xf;v]7^ /}-4-(y f;vx;V7 fc 0, J 
* v>-5-#;W*Mr-*< K 960 mg£n-:/* 7 100 mlKiWSU 
^ 1.0 ml-f^n^^o MJSi-^>T5 Wfc^<7>DMF 1.0 Mi8ift&50,u 
, lOCCT-lOBtra^LTto i&fl!E**JEET®*U ntz®M$Lm £ * * S - ^500 

^i&ffl 2 6 7-3 0 8 <r>ik&%Q*%tZo 
[0 0 4 8] 
3 0 9-3 2 4 

try 5 y><^4fiC^^)SmT^ ^i^t^)2-^nn-4-(ftt 5 /) tT 
'J 5 v>-5-^^*'>^^> tft^S^JEffifcJ: >9Fmod£^^&B£*LT 5 
i: LfcRink Amide NmfflgL&V ? n n ;* ? > fcDMFOfli^'^&inx- MKSM 
V/ne^W^5 K£Dnx.> Sft1?5l*l«ifLfco #UB*r*IDlU *J9 
n n y ? ^ N DMF. THF. 9 J - )i<X~m%M&Lfz 0 & 5 — Jg. IB] £— $t<Z>T5fei£ 

K«fROS5RJR : f-Sr^U«ll&^#* Lfc«*4>2-* a n-4-(f^7 5 y ) k°V 5 v 
>-5-*;V^^r-9-5 F (*H&) &#/c 0 #P>tL^#fli 100 mg (40//Mffi^) fo 
fc^-J&IS (ft*H^3fSY-2000) 0^/S#^0^^^2^-€-tt'?'tLjPx.^o $ 
<bK^9* >iim^Xii2-(3-^nn-4-t: Kn^->7x-;i/)xf ;V7r/^f 
^ONMP 0.5 M^l.O mK X^'f V^ntf^xf )l/7 5 >ONMP 2.5 Mvt^20 
0^1*#^J-/WtwJnx. % lOO'CT^lSfflSftS^fco DMF (2® 

) , y^nn^^ DMF, THF> y * J -)V&zmFX~m&*ti'Zftl<OffiB*Tfe 
W-LtZo #J3b£40% b V 7;^nS^y'7nn^>il 4 mlfc$I£-U ^ 

T®*Lt\ 0 9-3 2 4 <D&iY&m*&1zo <V fcfcjgri*50% 

Hii 3 2 5-344 
2_[2-(4-t Fn^y7x-;l/)xf;l/75 y]4-[(3-^f ^7xx;l/)7 5 y] 
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fefV 5 V>-5-*n'#>WL 1-09 g£DMF 200 mUciMffU 2.0 mli*o|iU^l:96* 
^ffiL7t: 0 4rtttWftC1.0 M HOBt/DMFM 35 lXOTS-*/I/aK^-f 3 K«H© 
(r/U^-httft) (1.0-1.5 mmol/g) 70 mg£Jnx.fco MK, B KKfr&^K** 
(S-t&r^ >ffc^%ODMF 1.0 M»«25/ili*o«rJnx.> ^T^^M^^^o 
PS-h 'J*TS >-#J3g (3-5 mmol/g) 70 mgfcifflx., Mfi-e3l$IHHft#U 
<£>2-|2-[(4-fc Kn^fy7xr:^)xf^]7 5 / } -4-[(3-^ i-^) T ^ 7 

] tTU 5 ^>-5-*^sK>SSfcH0Bt*PS- HJXT^ >#J3t^^^^o #J§i£ 
r**U »«E*«EET«*LT. *«03 2 5 ~ 3 4 4 <04t^£t#£o 
[0 0 4 9] 

H»J 1-3 4 4 ^<k^#<^^it^ WSfl^ffjT*- ^^6-25 tC^-To 
^Tt. ^2 6-3 0^|&^OgU^k^Ofltjt*^-to £*Lfb{±, _tffi<7>i£ 

[0 0 5 0] 

im2] 



Rex 


R 4 


R« 


Dat 


Rex 


R 4 


R 6 


Dat 


19 


Boc 


H 


F: 267 


23 


Boc-N ^N— 

Me 


H 


F: 306 


20 


o 

o 


H ; 


F: 191 


24 


iPr-N^N- 


H 


F:220 


21 


Me-lT^)— 


H 


F: 191 


25 


MeO(CH 2 ) 2 N^N- 


H 


F: 236 


22 




H 


F:290 


26 




H 


F:193 
Sal: 2HC1 




27 


HO(CH 2 ) 2 


F 


F: 156 



[0 0 5 1] 



fcB!E#2 003-3060935 



2002-190959 ^-y : 40/ 



[H3] 




Rex 


R 


n 


Y-B 


Dat 1 


28 


HO 


2 


3-Me-Ph 


F: 365 


29 


HOCH 2 CH 2 


0 


OH 


F: 395 


30 


HOCH 2 CH 2 


0 


Xj& 


FN: 388 


31 


HOCH2CH2 


0 


2,6-F 2 -Ph 


F: 387 


32 


HOCH2CH2 


0 


3,5-F 2 -Ph 


F: 387 


33 


HOCH2CH2 


0 


2,5-F 2 -Ph 


F: 387 


34 


HOCH2CH2 


0 


3,4-F 2 -Ph 


NMR: 2.69(2H, t, J=7.1Hz), 
7.32-7.44(2H. ra\ 8.70(1H, s) 


35 


HOCH2CH2 


0 


2,4-F 2 -Ph 


NMR: 2.67(2H, t, J=7.1Hz), 
7.07-7.09(4H, m), 8.69(1 H, s) 



[0 0 5 2] 

R 3 SO-Me 

R VS n^y conh 2 
R sA^A (CH2) _ N A N J 

H 



Rex 


R 3 


R 4 


R 5 


n 


Dat 


36 


H 


O^jTM-CHj- 


H 


0 


F: 392 


37 


CI 


HO 


CI 


2 


F: 389 



[0 0 5 3] 
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HN' Y " B 
N X.CONH 2 

X A N J 



Rex 


Y-B 


X 


Dat 


Rex 


Y-B 


X 


Dat 


38 


cHex 


MeS0 2 


F: 299 


45 


3-Et-Ph 


CI 


F: 277 


39 


3-CN-Ph 


CI 


F: 274 


46 


3-F 3 C-Ph 


CI 


F: 317 


40 


XX°> 


CI 


F: 293 


47 


xo 


CI 


FN: 305 


41 


Bn 


CI 


F: 263 


48 


-CH 2 -(2-F-Ph) 


CI 


F: 281 


42 


-CH2-(2,6-F 2 -Ph) 


CI 


F:299 


49 


-CH2-(2,5-F 2 -Ph) 


CI 


F: 299 


43 


Ph 


CI 


F: 293 


50 




CI 


F: 277 


44 


-CH 2 -(2-F 3 C-Ph) 


CI 


FN: 329 





[0 0 5 4] 



R6] 



HlsT Y_B 

H 



N' 



Ex 


Syn 


-Y-B 


Dat 


Ex 


Syn 


-Y-B 


Dat 


4 


4 


cHex 


F: 356 


273 




CH2-(2-CI-Ph) 


F: 398 


23 


4 


Ph 


F: 350 


274 




CH 2 -(3-Me-Ph) 


F: 378 


24 


4 




F:463 
Sal: 2HC1 


275 






F: 417 


25 


4 


CH^cHex 


F: 370 


276 




(CH 2 ) 2 -SEt 


F: 362 


26 


4 


Bn 


F: 364 


277 




CH 2 -(3,5-F 2 -Ph) 


F: 400 


267 




CH 2 -(2,6-F 2 -Ph) 


F: 400 


278 




CH 2 -(2,3-CI 2 -Ph) 


F: 433 


268 




CH 2 -(2-MeO-Ph) 


F: 394 ! 


309 




2-Me-Ph 


F: 364 


269 




CH 2 -tBu 


F: 344 ! 


310 




3-MeS-Ph 


F: 396 


270 




(CH 2 ) 2 -CHMe 2 


F: 344 


311 




4-Me-Ph 


F: 364 


271 




cPen 


F: 342 


312 




3,5-Me 2 -Ph 


F: 378 


272 




CH2-2Py 


F: 365 





[0 0 5 5] 
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[*7] 




Ex 


Syn 


-Y-B 


TV.* 




oyn 


- I -X5 


Tint 


27 


3 


cHex 


F:424 


291 




CH2-(2,6-F2-Pn) 


F: 468 


28 


4 


CH 2 CHMe 2 


F: 398 


292 




CH 2 -(3-F-Pn) 


F: 450 


29 


4 


CH(Me)Ph 


F: 446 


293 


— 


CH-HS-CI-Ph) 


F:466 


30 


4 


CH2-(2,5-F 2 -Ph) 


F: 468 


294, 




CH 2 -(2,6-F 2 -Ph) 


F:468 


31 


4 




F:436 


295 


— 




F:422 


32 


6 


OH 


F:462 


296 


1 




F: 438 


279 


— 


4-Me-cHex 


F: 438 


297 


— 




F:426 


280 




cBu 


F: 396 


298 




CH 2 -tBu 


F:412 | 


281 


— 


cPen 


F:410 | 


299 


— 


(CH 2 ) 2 CHMe 2 


F: 412 


282 


— 


-TC7 

N 


F:436 


300 


— 


H . 


F:457 


283 


— 


IVIw 


F:478 


301 




H 


F:458 


284 




>^OH 


F:462 


302 




JDS 


F:462 


285 




cHex 


F:452 


303 






F:476 


286 




cHep 


F:438 


304 






F:472 


287 




cOct 


F:452 


305 




3-HO-Ph 


F:434 


288 




2Ad 


F:476 


306 




4-MeO-Ph 


F: 448 


289 




CH 2 -(2-CI-Ph) 


F:466 


307 




CH 2 -(2-F 3 C-Ph) 


F: 500 


290 




CH 2 -(2-Br-Ph) 


F: 510 


308 




CH 2 -(2-MeO-Ph) 


F: 462 
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[*8] 




HlsT Y B 
N J v CONH 2 

H 



Ex 


Syn 


R 3 


R 4 


R 5 


-Y-B 


Dat 


1 


1 


Br 


HO 


H 


3-Me-Ph 


F: 443 ; NMR: 2.75(2H, t, 
J=7.3Hz), 8.55(0.8H, s), 
8.6H0.2H, s), 9.99(1H, s) ! 


2 


2 


CI 


HO 


H 


3-Et-Ph 


F: 412 | 


3 


3 


CI 


HO 


H 


Bn 


F: 398 ; NMR: 4.60-4.66(2H, br 
m), 8.38(0.7H, s), 8.45(0.3H, s), 


33 


1 


CI 


HO 


H 


3-Me-Ph 


F: 398 ; NMR: 2.75(2H, t, 
J=6.9Hz), 8.55(0.7H, s), 


34 


1 


H 


AcNH 


H 


3-Me-Ph 


F: 405 ! 


35 


1 


HO 


H 


H 


3-Me-Ph 


F:364 


36 


1 


H 


MeS0 2 NH 


H 


3-Me-Ph 


F:441 


37 


1 


H 


HCOHN 


H 


3-Me-Ph 


F: 391 


38 


1 


F 


HO 


H 


3-Me-Ph 


F: 382 ; NMR: 2.75(2H, t, 
J=7.3Hz), 8.55(0.7H, s), 
8.6U0.3H, s), 9.58aH, s) 


39 


1 


MeO 


HO 


H 


3-Me-Ph 


F: 394 


40 


1 


Me 


HO 


H 


3-Me-Ph 


F: 378 


41 


1 
1 




HO 


1 Vlt?V_/ 


^-Me»-Ph 

O IVIC l 1 1 


F: 424 


42 


1 


ci 


HO 


CI 


3-Me-Ph 


F: 432 ; NMR: 2.77(2H, t, 
J=^7.3Hz), 8.55(0.7H, s), 
8.6H0.3H, s), 9.88(1H, s) 


43 


1 


CI 


HO 


H 


fx « 

OH 


F: 428 ; NMR: 5.12(1H, d, 
J=3.9Hz), 8.54(0.7H, s), 
8.6U0.3H, s), 9.90OH, s) 


44 


2 


CI 


HO 


H 


3-NC-Ph 


F:409 


45 


2 


CI 


HO 


H 




F: 428 


46 


3 


CI 


HO 


CI 


Bn 


F: 432 ; NMR: 4.60-4.66(2H, br 
m), 8.38(0.7H, s), 8.45(0.3H, s), 
9.85(1H, s) 


47 


3 


CI 


HO 


H 


cHex 


F: 390 


313 




CI 


HO 


H 


3Qui 


F: 435 


314 




CI 


HO 


H 


2-Me-Ph 


F: 398 


315 




CI 


HO 


H 


3-iPr-Ph 


F:426 


316 




CI 


HO 


H 


3-HOCH2-Ph 


F: 414 
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317 




CI 


HO 


1 1 i 
n 


O-IVISo-r U 




JlO 




CI 


HO 


H 


4-Me-Ph 


F: 398 


319 




CI 


HO 


H 


3,5-Me2-Ph 


F:412 


320 




CI 


HO 


H 


3,5-Cl2-Ph 


F: 453 


321 




CI 


HO 


H 


3-Ac-Ph 


F:426 


322 




CI 


HO 


i H 


4-F-3-Me-Ph 


F:416 


323 




CI 


HO 


H 


2,4-Fz-Ph 


F: 420 


324 


- 


CI 


HO 


H 


CHz-O-Me-P 


fl)|F: 412 



[0 0 5 
[*1 0] 



8] 



HO 




X.CO-NR 1 R 2 

XT 

N N 
H 



F.x 


Syn 


R 3 


R 5 


R 1 


R 2 


-Y-B 


Dat 


5 


5 


CI 


CI 


Me 


H 


3-Me-Ph 


F: 446 ;NMR: 2.75-2.79 
(SH, m), 8.49(0.7H, s), 
8.54f0.3H,s), 9.88(lH,s) 


6 


6 


H 


H 


(CH 2 ) 2 NMe 2 


H 


3-Me-Ph 


F:435 


48 


5 


H | 


H S 


Me 


H 


3-Me-Ph 


F: 378 


49 


5 


H 


H 


Me 


Me 


3-Me-Ph 


F: 392 


50 


5 


H 


H 


Et 


H 


3-Me-Ph 


F: 392 


51 


5 


H 


H 


'Pr 


H 


3-Me-Ph 


F: 406 


52 


5 


H 


H 


<CH 2 ) 2 -0> 


H 


3-Me-Ph 


F: 477 


53 


5 


H 


H 


(CH 2 ) 2 OH 


H 


3-Me-Ph 


F:408 


54 


5 


CI 


H 


Me 


H 


3-Me-Ph 


F:412 J 


55 


6 


CI 


CI 


Me 


H 


OH 


F:476 ; NMR: 1.30(3H, 
d, J=6.3Hz), 2.76-2.80 
(5H, m), 8.65(1H, s) 
Sal: HC1 


56 


5 


CI 


CI 




H 


3-Me-Ph 


F:511 
Sal: 2HC1 
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57 


6 


CI 


CI 


(CH 2 )20H 


H 


jfl Up 
OH 


F: 506 
Sal: HC1 


325 




1 1 
n 


n 




n 




F- 504 


326 




H 


1 1 
n 




i_i 
n 


o-Me-rn 


V- 4Q1 


327 


— 


H 


H 


(CH 2 ) 2 OMe 


H 


3-Me-Ph 


F:422 


328 


— 


H 


H 


(ch 2 ) 2 -0 

Me 


H 


3-Me-Ph 


F:475 


329 


— 


H 


H 


(CH 2 )3NMe2 


H 


3-Me-Ph 


F: 449 


330 


— 


H 


H 


(CH 2 ) 3 OMe 


H 


3-Me-Ph 


F:436 


331 





H 


H 


(CH 2 ) 3 -l£> 
Me 


H 


3-Me-Ph 


F: 503 


332 


_ 


H 


H 


(CH,)r-N v Jr 


H 


3-Me-Ph 


F:472 


333 


— 


H 


H 


OMe 


H 


3-Me-Ph 


F: 394 


334 




H 


H 


(CH 2 ) 3 NMe 2 


H 


3-Me-Ph 


F:463 


335 




H 


H 


(CH 2 ) 2 -nQ 


H 


3-Me-Ph 


F:475 


336 




H 


H 


(CH2)2-3Py 


H 


3-Me-Ph 


F:469 


337 




H 


H_ 


CH2-3Py 


H 


3-Me-Ph 


F:455 


338 





H 


H 


(CH 2 ) 3 -Np 

o 


H 


3-Me-Ph 


F: 489 


339 





H 


H 




j H 


3-Me-Ph 


F:461 


340 


— 


H 


H 


/ — . 
2 QT 


H 


3-Me-Ph 


F: 448 


341 




H 


H 


<CH 2 ) 3 -lO 


H 


3-Me-Ph 


F:475 


342 




H 


H 


N=\ 
CH 2 — ^ >-Me 


H 


3-Me-Ph 


F: 470 


343 




H 


H 


(CH 2 ) 2 SMe 


H 


3-Me-Ph 


F: 438 


344 




H 


H 


CH 2 -2Py 


H 


3-Me-Ph 


F: 455 • 
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crew 

H 



Ex 


Syn 


-Y-B 


Dat 


Ex 


Syn 


-Y-B 


Dat 


1 c 
lj 


1 c 
1J 


iPr 


F: 371 ; NMR: 3.00- 
3.03(6H,d, J=6.8Hz), 
3.55-3.57(4H, m), 
8.50(1H, s) 


74 


20 




F: 440 


20 


20 


cPr 


F: 369 j 


75 


20 


CH 2 -CH=CH 2 


F: 369 


58 


15 


CHHPr 


F: 385 


76 


20 


CH2~C=CH 


F: 367 


59 


15 


tBu 


F:385 
Sal- 2HC1 


77 


20 


CH2CF3 


F: 411 


60 


16 


3-Me-Ph 


F:419 
Sal: 2HC1 


78 


20 


CH 2 -cPr 


F: 383 


61 


16 


Bn 


F: 419 


79 


20 


(CH 2 )2Ph 


F: 433 


62 


20 


cPen 


F: 397 


80 


20 


CH 2 (2-CI-Ph) 


F: 453 


63 




cHex j 


r . *r 1 1 


OA 


20 


CH->f2-RC-Ph) 


F: 487 


64 


20 


cHep 


F:425 


82 


20 


CH 2 (2-MeO-Ph) 


F:449 


65 


20 


cOct 


F: 439 


83 


20 


CH 2 (3-CI-Ph) 


F: 453 


66 


20 




F:423 


84 


20 




F:433 


67 


20 


...a OH 


F: 427 


85 


20 


^'"Me 


F:433 


68 


20 




F:427 


86 


20 


Ph 


F:449 


69 


20 


XT" 


F: 502 


87 


20 




F:449 


70 


20 


Ovl-Bn 


F:488 


88 


20 


cHex 
""^Me 


F:439 


71 


20 


^N-Bn 


F: 488 


89 


20 


cHex 


F: 439 


72 


20 




F:459 


90 


20 


Me 


F:387 


73 


20 


^5 


F:409 


91 


20 


Me 


F: 387 
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92 


20 




F: 425 


93 


20 




F:413 


94 


20 


CH 2 -2Py 


F:420 


95 


20 


CH 2 -3Py 


F:420 


96 


20 


i CH2-4Py 


F:420 


97 


20 


(CH 2 ) 2 OMe 


F: 387 


98 


20 


CH 2 -CN 


F: 368 



99 


20 


Me. Me . , 


F: 401 


100 


20 


CH 2 (3-F 3 C-Ph) 


F: 487 


101 


20 


CH 2 (3-MeO-Ph) 


F: 449 


102 


20 


CH 2 (4-CI-Ph) 


F: 453 


103 


20 


CH 2 (4-F 3 C-Ph) 


F: 487 


104 


20 


CH 2 (4-MeO-Ph) 


F:449 


105 


20 


C(Me) 2 Ph 


F:447 



[0 0 6 2] 

mi 4] 



O 



HN 



Y-B 
CONK, 



N 
H 



Ex 


Syn 


-Y-B 


Dat 


14 


14 


cHex 


F: 397 ; NMR: 1.95-1.98(2H, m), 3.02-3.04(4H, 
m\ 8.470H, s) 


16 


16 


Bn 


F: 405 ; NMR: 3.71-3.74(4H, m), 4.66(2H, d, 
J=6.3Hz), 8.5H1H, s) 1 


22 


22 


CH 2 -(2-F-6-HO-Ph) 


F: 439 ; NMR 3.70-3.73(4H, m), 8.47(1H, s), 
10.25(1H, s) 


106 


15 


...a OH ■ 


F: 413 


107 


15 




F: 475 


108 


15 


CH 2 -(2-Me-Ph) 


F: 419 


109 


15 


CH2-(2-CI-Ph) 


F: 439 ; NMR 2.95-3.03(m, 4H), 4.72(d, 2H, 
J=5.9Hz), 8.53(s, 1H) 


110 


15 


CH 2 -(2-MeO-Ph) 


F: 435 ; NMR 2.97-3.05(m, 4H), 4.61(d, 2H, 
J=5.8Hz), 8.50(s, 1H) 


111 


15 


CH2-(2,4-F 2 -Ph) 


F: 441 


112 


15 


CH2-(2,3,6-F3-Ph) 


F: 459 ; NMR 3.00-3.08(m, 4H), 4.83(d, 2H, 
J=5.9Hz\ 8.52(s, 1H) 


113 


15 


CHjHS.S-FjrPh) 


F: 441 ; NMR 2.98-3.03(m, 4H), 4.66(d, 2H, 
J=5.8Hz), 8.52(s, 1H) 


114 


15 




F:445 ; NMR 2.97-3.03(m, 4H), 5.36-5.44(m, 
1H), 8.56(s, 1H) 



[0 0 6 3] 



fcBfE# 2003-3060935 



2002-190959 A ^-v* : 48/ 



[*1 5] 



115 


15 


\. — y 


F:431 ; NMR 2.96-3.06(m, 4H), 5.60-5.70(m, 
1H), 8.54(s, 1H) 


J. 1 \J 


is 


CHo-(2-F-5-CI-Ph) 


FN: 455 ; NMR 2.98-3 .04(4H, m), 4.67(d, 2H, 

T f A TT \ O CO/1 TT _\ 

J=5.8 Hz), 8.53(1H. s) 


117 


is 


CH9-(2-HO-Ph) 


F: 421 ; NMR 2.98-3.05(4H, m), 4.58(2H, d, 
J=5.4Hz), 8.490H, s) 


11ft 


1 s 


CHo-f3-MeO-Ph) 


F: 435 ; NMR 2.97-3.05(4H, m), 4.62(2H, d, 
J=5.4Hz), 8.51(1H. s) 


119 


15 


CH2-(2,5-(MeO)2-Ph) 


F: 465 ; NMR 2.96-3.04(4H, m), 4.58(2H, d, 
J=4.7Hz), 8.50C1H, s) 


120 


15 


CH2-(3-F-Ph) 


F: 423 ; NMR 2.97-3 .04(4H, m), 4.57(2H, a, 
J=5.9Hz), 8.52(1H. s) 


121 


15 


CH 2 -(3-F 3 C-Ph) 


F: 473 ; NMR 2.96-3.03(4H, m), 4.75(2H, d, 
J=5.8Hz), 8.52(1H, s) 


122 


15 


CH2-(2.3-(MeO)2-Ph) 


F: 465 ; NMR 2.97-3.03(4H, m), 4.64(2H, a, 
J— 5.9Hz), s.DUllrl, SJ 


123 


15 


|^ 


F: 407 


124 


15 


CH2-(3-HOCH2-Ph) 


F: 433 ; NMR 2.95-3.04(4H, m), 4.60((2H, d, 
J=5.3Hz), 8.51(lH,s) 


125 


15 


CH 2 -(2,3-F 2 -Ph) 


F: 441 ; NMR 2.97-3.03(4H, m), 4.74(2H, d, 
J=5.9Hz), 8.530H, s) 


196 


i s 


CH-j-W-F-Ph) 


F:423 


127 


15 


CH2-(2-EtO-Ph) 


F: 449 


128 


15 


CH2-(2,4-(MeO) 2 -Ph) 


r: 4o-> 


190 


1 ^ 


CHW2 6-Me?-Ph) 


F: 433 ; NMR 2.33(6H, s), 4.64(2H, d, J=4.9Hz), 
8.50(lH,s) 


i in 


i < 

l j 


vri2 \t i w iviw i wy 


F: 437 ; NMR 2.20(3H, s), 4.66(2H, d, J=4.5Hz), 
8.5H1H s) 


1 


i ^ 




F: 490 ; NMR 2.95-3.03(4H, m), 4.75(2H, d, 
J=5.4Hz), 8.50(1H. s) 




i c 

id 




F: 421 ; NMR 2.96-3.05(4H, m), 4.58(2H, d, 
J=5.9Hz). 8.5K1H, s) 


I'M 
1 jj 


i ^ 


CfMeV>-Ph 


F: 433 ; NMR l.67(6H, s), 2.94-3.02(4H, m), 
8.49 (lH, s) 


1^4 


i < 

x -> 


CHo-f3 5-(MeOV>-Ph) 


F: 465 ; NMR 2.98-3.04(4H, m), 4.58(2H, d, 
J=5.8Hz), 8.5K1H, s) 


1 ^ 


1 < 

1 D 




F: 437 ; NMR 8.52 (lH,s), 3.73-3.76 (4H, m), 
1.49 (3H % d, J=6.9Hz) 


136 


15 


CH 2 -(2-Me-3-CI-Ph) 


FN: 451 ; NMR 2.96-3.04(4H, m), 4.65(2H, d, 


137 


15 


CHHZ-CI-S-F-Ph) 


F: 457 ; NMR 3.00-3.06(4H, m), 4.84(2H, d, 
J=4.4Hz), 8.52(1H, s) 


138 


15 


CH 2 -(2,6-F 2 -3-CI-Ph) 


FN: 473 ; NMR 3.01-3.07(4H, m), 4.82(2H, d, 
J=5.4Hz), 8.520H, s) 


139 


15 


CH 2 -(2-F-6-MeO-Ph) 


F: 453 ; NMR 3.01-3.06(4H, m), 4.70(2H, d, 
J=4.9Hz), 8.48(1H. s) 


140 


15 


CH2-(2,6-CI 2 -F-Ph) 


F: 473 : NMR 3.01-3.06(4H, m), 4.92(2H, d, 
J=4.9Hz), 8.53C1H, s) 
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141 


15 


CH(2-F-Ph)-CH 2 OH 


F: 453 ; INMK DA 30.io v Irl, mj, o. /o^zn, a, 
T=Q ttfrl 8 51flHsi 


142 


16 


3-Me-Ph 


F: 405 


143 


16 


3-F 3 C-Ph 


F: 459 


144 


16 


CH 2 -(2-F-Ph) 


F: 423 ; NMR: 3.01-3.03(4H, m), 4.71(2H, d, 
J=5.9Hz), 8.52(1H. 


145 


16 


CH 2 -(2,6-F 2 -Ph) 


F: 441 ; NMR: 4.79(2H, d, J=5.8Hz), 
7.34-7.47(lH, m), 8.52(1H, s) 


146 


16 


CH2CF3 


F: 397 


147 


16 


(2,5-F 2 -Ph)-CH 2 


F: 441 ; NMR: 2.97-3.05(4H, m), 4.68(2H, d, 
J=5.9Hz), 8.53(1H, s) 


148 


16 


Ph 


F: 435 


149 


16 


J? 


F: 419 


150 


16 


CH 2 -(2-F 3 C-Ph) 


F:473 



[0 0 6 5] 
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H 



Ex 


Syn 


R 4 


-Y-B 


Dat 


7 


7 


AcNHCH 2 


3-Me-Ph 


F: 391 


8 


8 


H 2 NCONHCH 2 


3-Me-Ph 


F: 392 


9 


9 


MeNHCH 2 


3-Me-Ph 


F: 363 


10 


10 


H 


3-Me-Ph 


F: 462 
Sal: 3HC1 


11 


11 


Me 2 NCH 2 


3-Me-Ph 


F: 377 ! 
Sal: 2HC1 


12 


12 


HO(CH 2 ) 2 


3-Me-Ph 


F: 364 


13 


13 


MeO 


Bn 


F: 350 


17 


17 




Bn 


F:433 


18 


18 




Bn 


F: 404 
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19 


19 


Me-N J 


Bn 


F: 433 ; NMR: 4.20-4.26(lH, m), 4.66 
(2H,d,J=5.8Hz), 8.53(lH,s) 


91 


91 


u 

n 


Bn 


F: 320 


151 


6 


HO(CH 2 ) 2 


/^^A^Me 
OH 


F: 394 


1 s? 




nw\v/i 12/2 


H 


F:389 


153 


6 


HO(CH 2 ) 2 


3,5-F 2 -Ph 


F: 386 


154 


6 


nU(Orl2;2 


9 ^ P„ Ph 


F: 386 ; NMR: 2.70(2H, t, J=7.3Hz), 
6.84-6;90(lH, m), 8.77(1H, s) 


155 


6 


HO(CH 2 ) 2 


2,6-F 2 -Ph 


F: 386 


156 


6 1 


HO(CH 2 )2 


3,4-F 2 -Ph 


F:386 


157 


6 


HO(CH2)2 




F: 386 ; NMR: 2.68(2H, t, J=7.3Hz), 
7.03-7.07OH, m). 8.72<m s) 


158 


7 


MeS0 2 NHCH 2 


3-Me-Ph 


F:427 


13V 


1 A 


H0^- N "\ 
H 


O-IVIC— • 1 1 


F: 393 
Sal: 2HC1 


160 


10 


Me 

H 2 N 


3-Me-Ph 


F: 363 ; NMR 1.52 (3H, d, J=6.8Hz), 
2.32(3H, s), 8.86(1H, s) 
Sal: 2HC1 


lOl 


1? 


HOCHo 


3-Me-Ph 


F: 350 


169 


19 


HO 


3-Me-Ph 


F: 336 


163 


12 


4-OH-Ph 


3-Me-Ph 


F:412 


164 


12 


Et 


3-Me-Ph 


F:348 


165 


16 


or 

HO 


3-Me-Ph 


F: 433 
Sal: 2HC1 


166 


16 


Et 2 NCO 


3-Me-Ph 


F: 419 
Sal: HC1 


167 


16 


Me 2 NCH 2 


Bn 


F: 377 




16 

J, \J 


HO^ 


3-NC-Ph 


F:444 


169 


16 


HO(CH 2 ) 2 


Bn 


F: 364 
Sal: HC1 


170 


16 


HO"^ 


Bn 


F:433 


171 


16 


Me 


Bn 


F:407 
Sal: 2HC1 


172 


16 




Bn 


F:435 
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173 


16 


cr 


Bn 


F:417 


174 


16 




Bn 


F: 465 


175 


16 


Me 


Bn 


F: 467 


176 


16 


MeN^J 


Bn 


F: 432 
Sal: 3HC1 


177 


16 


o 2 s^ 


Bn 


F: 467 


178 


16 




Bn 


F- 40"? • NMR- 3 00-3 03 (4H m) 4 66 
(2H, d, J=5.9Hz), 8.5 1 (1H, s) 


179 


16 


k^N(CH 2 ) 2 


Bn 


F: 431 


180 


16 


Me 


Bn 


F: 447 ; NMR: 2.08(3H, s), 4.69(2H, d, 
J=5.8Hz), 8.55(1H, s) 


181 


16 




Bn 


F- 431 • NMR- 1 50<4H br) 4 7U2H d 
J=5.9Hz), 8.58(1H, s) 


182 


16 




Bn 


F:467 


183 


16 


Me 


Bn 


Sal: 2HC1 


184 


16 


MeN^i 

Me 


Bn 


F: 460 


185 


16 


(HOCH 2 ) 2 CH 


i Bn 


F: 394 


186 


16 


HO(CH 2 ) 3 


1 Bn 


F: 378 


187 


16 


HO(CH 2 ) 2 


3-Et-Ph 


F: 378 


188 


16 


HOC(CF 3 ) 2 


Bn 


F: 486 
Sal: HC1 


189 


16 


Cn(ch 2 ) 3 


Bn 


F: 445 


190 


16 


0(CH 2 ) 4 


Bn 


F:459 



[0 0 6 8] 



£ttiE#2 003-3060935 



2002-190959 A ^- v : 52/ 



»2 0] 



191 


16 


HO(CH 2 ) 2 


3-NC-Ph 


F: 375 


192 


16 


HO(CH 2 ) 2 


3-F 3 C-Ph 


F:418 


193 


16 


HO(CH 2 ) 2 


XX) 

o 


F:408 


194 


16 


°On 


Bn 


F: 453 ; NMR: 3.66-3.68(4H, m), 
4 67f2H d J=5 9Hz» 8 52C1H si 


195 


16 




Bn 


F: 417;NMR: 2.36(2H, t, J=6.3Hz), 4.69 
(2H, d, J=5.9Hz), 8.56(1H, s) 


196 


16 


HOCH 2 CMe 2 


3-Me-Ph 


F: 392 ; NMR: 1.22(6H, s), 2.30(3H, s), 
8.70(1H, s) 


197 


16 


Mer Ok 


Bn 


F: 417 


198 


16 


MeO(CH 2 ) 2 


3-Me-Ph 


F: 378 


199 


16 


MeN^ 


Bn 


F: 418 ; NMR: 2.24(3H, s), 4.66(2H, d, 
J=5.8Hz), 8.51(1H, s) 


200 


16 


Me 


Bn 


F: 433 ; NMR: 3.65-3.72 2H, m), 4.67 
(2rl, d, J— O.Jhlz;, 5. jz^lrl, SJ 


201 


16 


Me 


Bn 


F: 433 ; NMR: 4.00-4.07(2H, m), 4.66 
(2H, d, J=5.8Hz), 8.5 1(1H, s) 


202 


16 


k^N-CO- 


Bn 


F: 433 ; NMR: 3.49(4H, br), 4.71(2H, d, 
J=5.8Hz), 8.58(1H, s) 


203 


16 


9^ 

L M-CONH- 


Bn 


F: 448 


204 


16 


k^N-CON(Me)- 


Bn 


F:462 


205 


16 




Bn 


F: 432 


206 


16 


HOCH 2 CMe 2 


Bn 


F: 392 ; NMR: 1.19(6H, s), 4.69(2H, d, 
J=5.8Hz), 8.54(1H, s) 


207 


16 




Bn 


F: 419 
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208 


16 


HCO-N^l, 


Bn 


F: 432 


209 


16 




Bn 


F: 446 ; NMR: 0.996(6H, d, J=6.4Hz), 
4.66(2H, d, J=5.9Hz), 8.50(1H, s) 


210 


16 




Bn 


F: 462 


211 


16 


1 — V 


Bn 


F: 419 ; NMR: 1.88(2H, quint, J=5.8Hz), 
4.65(2H, d, J=5.9Hz), 8.56(1H, s) 


212 


18 


HN^ 


Bn 


F: 419 ; NMR: 4.34-4.40(lH, m), 4.66 
(2H, d, J=5.9Hz), 8.53(1H, s) 


213 


18 


UM 


Bn 


FN: 414 


214 


18 


HN^f 

I M 


Bn 


F: 432 


215 


19 


r 


Bn 


F: 430 


216 


19 




t5n 




217 


21 


Me 2 N 


Bn 


F: 363 


218 


21 


Et 2 N 


Bn 


F: 391 


219 


21 


MeS 


Bn ' 


F: 366 j 


220 


21 


AcHN 


Bn 


F: 377 


221 


21 


Et0 2 CCH 2 


Bn 


F:406 


?.??, 


21 


NCCH 2 


Bn 


F: 359 


223 


21 


/=N 


Bn 


F: 387 


724 


21 


HO 


Bn 


F: 336 


725 


21 


MeS0 2 


Bn 


F: 398 


226 


21 


Oi-CO- 


Bn 


F: 417 
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Ex 


Syn 


R 3 


R 4 


R 5 


-Y-B 


Dat 


227 


16 


cQj(CH 2 ) 2 


H 


H 


3-Me-Ph 


F: 433 


228 


16 




H 


H 


3-Me-Ph 


F:405 


229 


16 


H 


HO(CH 2 ) 2 


F 


Bn 


F:382 




lo 


n 




MeO 


Bn 


F: 417 


231 


16 


H 




F 


Bn 


F: 423 ; NMR: 4.69(2H, d, J= 
6.4Hz), 6.90(1H, t, J=9.3Hz), 
8.550H, s) 


232 


16 


H 


/ *v 


F 3 C 


Bn 


F: 473 


233 


16 


/ — V 


H 


H 


Bn 


F: 405 


234 


16 


cQl(CH 2 ) 2 


H 


H 


Bn 


F: 433 ; NMR: 2.41-2.45(2H, 
m), 4.72(2H,d,J=5.9Hz), 
8.62HH, s) 


235 


16 


of~NCH 2 


H 


H 


Bn 


F:419 


236 


16 


H 


O N- 


F 


F 


F: 459 ; NMR: 4.81 (2H, d, J= 
5.4Hz), 6.95-7.00(lH, m), 
8.55(1H, s) 


237 


16 


F 




F 


Bn 


F: 441 


238 


16 


F 


/ — \ 


H 




F: 441 ; NMR2.91-2.93(4H, 
m), 4.75(2H,d,J=5.8Hz), 
8.57(1H, s,) 


239 


16 


F 


/ — V 


H 


F 


F: 459 ; NMR: 4.72(2H, d, J= 
6.1Hz), 6.86-6.90(lH, m), 
8.57(1H, s) 


240 


16 


F 


c O s, ~ 


H 




F:437 ; NMR: 1.50(3H,d, 
J=6.9Hz), 2.93-2.95(4H, m), 
8.54(1 H, s) 
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241 


16 


F 


J v 

O s N- 


H 


Ph 
A^OH 


F: 453 ; NMR: 2.93-2.95(4H, 
m), 5.07-5.09(lH, m), 
8.53(1H, s) 


242 


21 


MeO 


H 


H 


Bn 


F: 350 


243 


21 


Ac 


H 


H 


Bn 


F: 362 


244 


21 


HO 


H 


H 


Bn 


F: 336 


245 


21 


HOCH 2 


H 


H 


Bn 


F: 350 


246 


21 


MeS 


H 


H 


Bn 


F: 366 


247 


21 


MeO 


MeO 


H 


Bn 


F: 380 


248 


21 


CI 


HO 


H 


Bn 


F: 370 



[0 0 7 2] 

\m 4] 



R 3 HN- Y " B 
H 



Ex 


Syn 


R 1 


R 3 


-Y-B 


Dat 


249 


11 


Me 




3-Me-Ph 


F: 391 


250 


13 


H 


Co. 


Bn 


F: 392 


251 


16 


H 


F • 


Bn 


F: 382 


252 


16 


H 


Me 

ax 




FN: 417 


253 


16 


H 


Me 


CH2-(2-F-Ph) 


FN: 393 ; NMR: 2.64(3H, s), 
4.71(2H, d, J=6.4Hz), 8.50(1 H, s) 


254 


16 


H 


Me 

6a 


Bn 


F: 389 
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255 


16 


n 




Dn 
Df 1 


F: 389 ; NMR: 2.28(3H, s), 
4.70(2H, d, J=6.3Hz), 8.55(1H, s) 


256 


16 


H 


Me 


Bn 


F: 375 ; NMR: 3.14-3.18(2H, m), 


257 


16 


H 


OX 

Me 


Bn 


F: 375 


258 


16 


H 


Me 


Bn 


F: 389 


259 


16 


H 


Me 


Bn 


F: 373 


260 


16 


H 


Aq 


Bn 


T7- Afl'J • "MA/TR • 0 1 1 /^W I 

r . , inivlk.. z. i l^jri, sj, 
4.69(2H, d, J=5.9Hz), 8.55(1H, s) 


261 


21 


H 


OCX 


Bn 


F: 371 


ZDZ 




u 
n 


H 

OLA 


Bn 


F- 359 


263 


21 


H 


H 


Bn 


F: 360 


264 


21 


H 




Bn 


F: 360 


265 


21 


H 




Bn 


F: 378 


266 


21 


H 


Meo xx 


Bn 


F: 351 
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Cmpd 


-Y-B 


Cmpd 


-Y-B 


Cmpd 


-Y-B 


1 




12 




23 




2 


"X) 


13 


Me -N^ OH 


24 




3 




14 




25 




4 




15 


OCX 0 ' 


26 




5 


O^C0 2 H 

X) 


16 


O^CONH 2 


! 27 


r . i 
F 


6 


OMe 

MeO 


17 


OMe 

Me 


28 


OH 

HO 


7 


JO 


18 




29 




8 




19 




30 




9 


Ph 


20 




31 




10 




21 


Me 


32 


.OH 


11 


Me 

^0r F 


22 


F 


33 


F 
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H 



Cmpd 


R 4 


Cmpd 


R 4 


Cmpd 


R 4 


34 


Me-HN^O 1 ^ 


47 


HO-CV 


60 




35 


Ac-HN^O 1 ^ 


48 


Me 

> — ^Nv. 

Me " N vJ 


61 


O Me 

Jk^ 
Me-N^J 


36 


/ — V 
Me-N Y Nk 

o 


49 


/ — \ 


62 


/ — \ 
O y N. 

0 


37 


IN IN | 


50 


k^ 


63 


°kNs 


38 




51 


o° 

> — ^IM^ 


64 


1 M 


39 


r 


52 


r 


65 




40 


MeSO^Y^ 


53 


MeSOy^ 


66 


H 2 N-so 2 -y^, 


41 


MeNH-SO^Y*^ 
k^k 


54 


k^k 


67 


MeSCyNHy^ 
k>k 


42 


0 k^U 


55 


o 


68 


Me 

MeNH Y Ny^ 
O k^N^ 


43 


O k^ 


56 


cHex-O^N^x-v, 


69 


l_l 

MeNH^N^v, 

I XX 


44 


HOOC^^ 


57 


EtOOCy-^ 
k.N^ 


70 


HjN-COy^ 

k^N^ 


45 


H 

MeNH^Ny-Vj 
CN 


58 


Me 

N 


71 


H i 
NH k^N^ 


46 


Me-N^| 
0 *k^ 


59 


HN^i 
0 ^N^ 


72 


HjjN-CO^^ 1 ^ 
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HN 



H 



CONH, 



Cmpd 


R 3 


Cmpd 


R 3 


Cmpd 


R 3 


73 


O^N-(CH 2 ) 2 0- 


75 


cTjWH 2 ) 2 S- 


77 


O^N-(CH 2 ) 2 -S(0)- 


74 


cT^N-CO-CH 2 - 


76 


O^N-(CH 2 ) 2 -NH- 


78 


0^-<CH 2 ) 2 -N(Me)- 
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»2 9] 



HN" 

H 

[0 0 7 8] 
[^3 0] 



Cmpd 


Ox 


Cmpd 


CJxx 


79 


"•CO. 


80 





Me Me i 
H 



HN ^CH 2 -B 



Cmpd 


B 


81 


2-F-Ph 


82 


2,5-F 2 -Ph 


83 


3,5-F 2 -Ph 


84 


2,6-F 2 -Ph 



[0 0 7 9] 

[ie^m^ij-x^x M 

VXT^WM^m^^Lfc L< 2 2 3 >K&, TArtif icial SequenceJ <7>UW 
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<110> Yamanouchi Pharmaceutical Co., Ltd. 

<120> Diaminopyrimidinecarboxamide Derivatives 

<130> 3152 

<160> 4 

<210> 1 

<211> 71 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: enhancer 
<400> 1 . 

tcgagcgctg ttgctcaatc gacttcccaa gaacagagct gttgctcaat cgacttccca 60 
agaacagaga a 71 

<210> 2 
<211> 71 
<212> DNA 

<213> Artificial Sequence 

<220>. 

<223> Description of Artificial Sequence: enhancer 
<400> 2 

gatcttctct gttcttggga agtcgattga gcaacagctc tgttcttggg aagtcgattg 60 
agcaacagcg c 71 

<210> 3 
<211> 26 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: TATA box 
<400> 3 

gatctggggg gctataaaag ggggta 

<210> 4 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: TATA box 
<400> 4 

agcttacccc cttttatagc ccccca 



^-vl 61/E 



26 
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